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1

CIS-4A-ARYL, 1, 2, 3, 4, 4A,
9B-HEXAHYDRO-BENZOFURO-{[3,2-C]-
PYRIDINES USEFUL AS ANALGESICS

This is a division, of application Ser. No. 400,576 filed

July 22, 1982, now U.S. Pat. No. 4,507,306.
This invention relates to novel
1,2,3,4,4a,9b-hexahydro-benzofurol3,2-c]pyridines

the formula

cis-4a-aryl-

(I)

wherein A is

2-furyl or 3-furyl, X being hydrogen, halogen, methyl,
methoxy or hydroxyl; and R is, independently of A,
hydrogen, loweralkyl, cyanoloweralkyl, loweralkenyl,
phenylloweralkyl, phenylcarbonylloweralkyl, phe-
noxyloweralkyl or cycloalkylloweralkyl, which have
primary utilities as analgesic and anticonvulsant agents;
to pharmaceutical compositions comprising said coms-
pounds as active ingredients; to methods of treatment
with pharmaceutically effective amounts of said coms-
pounds; and to method of synthesizing said compounds.
This invention also relates to novel 3-o-fluorophenyl-
I-methyl-4-aryl-4-piperidinols of the formula

E | (1)

N

|
CH:;

where A is as defined above except that A may not be
hydroxyphenyl, which are useful as intermediates for
synthesizing aforementioned compounds, and to meth-
ods of synthesizing same. Some of these compounds are
also useful as analgesic agents and/or anticonvulsant
agents.

Unless otherwise stated or indicated, the term *‘alkyl”
as used throughout the specification and the appended
claims denotes a straight or branched saturated hydro-
carbon radical.

Unless otherwise stated or indicated, the term “low-
eralkyl” denotes an alkyl group having from 1 to 6
carbon atoms.

The term ‘“loweralkenyl” denotes a straight or
branched unsaturated hydrocarbon radical having from
2 to 6 carbon atoms and a double bond.
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The term “phenylloweralkyl” denotes a loweralkyl
group having attached thereto a phenyl or a mono-halo-
gen-substituted phenyl group.

The term “phenylcarbonylloweralkyl” denotes a
loweralkyl group having attached thereto a benzoyl or
a mono-halogen ring substituted benzoyl group, includ-
ing situations where the carbonyl group is in the ethyl-
ene ketal form.

The term “phenoxyloweralky!l’”” denotes a loweralkyl
group having attached thereto a phenoxy or mono-
halogen substituted phenoxy group.

The term cycloalkylloweralkyl” denotes a loweral-
kyl group having attached thereto a saturated hydrocar-
bon ring of from 3 to 7 ring carbons.

Unless otherwise stated, the term “halogen” as used
herein includes fluorine, chlorine, bromine and iodine.

In the formulas presented herein substituents attached
to the hexahydropyridine (piperidine) ring system may
be in either the cis or trans configuration, 1.¢., the sub-
stituents may be respectively on the same side or on
opposite sides of the average plane of the piperidine
ring. Unless otherwise specified, each formulas covers
both the cis and trans isomers. In the structural formula
used herein, heavy lines (- indicate the substituent is
above the average plane of the piperidine ring and bro-
ken lines (- -) indicate the substituent is below the aver-
age plane of the ring. A light line (-) indicates the sub-
stituent may be above or below the average plane of the
ring.

One of the starting compounds of this invention 3-0-
fluorophenyl-1-methyl-4-piperidone of formula 111 may
be prepared, for instance, from o-fluorobenzyl chloride
by the following Reaction Scheme A.

REACTION SCHEME A

1. Mg, Et20
2. COxH+

>

Cl

; F
EtOH
Her
CO>H
F
CO,Et

NaH/xvilene/EtOH

(CO2EL))

>
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-continued
REACTION SCHEME A

COsEt

CO»Et 1. NaH/&bCHy
j\ NI
T’ F
CH

J

N

|
CH;

(I1I)

After the compound III has been synthesized, 3o-
fluorophenyl-1-methyl-4-phenyl-4-piperidinols of for-
mula V may be prepared by reacting the compound 111
with an organometallic reagent of formula IV where M
is Li or MgHal wherein Hal is chloride, bromide, or
iodide, and X is hydrogen, halogen, methyl or me-
thoxy, and treating the resultant product with a suitable
protic compound such as water.

F
X X1 OH
[ + @hi —>
N
I

(IV)

CHj

(V)

It 1s more convenient to use the lithio derivative

X

L

than to use the Grignard reagent for this reaction. Said
lithium compound is prepared, for instance, by treating
bromobenzenes of the formula

X1

2 ="

e—

dissolved or suspended in an ethereal solvent such as
diethylether, dimethoxyethane, dioxane, tetrahydrofu-
ran or the like, with a lower alkyllithium such as me-
thyllithium, ethyllithium, n-butyllithium or the like in
an inert hydrocarbon solvent such as pentane, hexane,
heptane or the like. n-Butyllithium in hexane is pre-
ferred as is tetrahydrofuran as the ethereal solvent.

10

15

20

235

30

40

45

50

35

60

65

4

The aforementioned condensation between com-

" pound III and compound IV where M is lithium is

conveniently carried out without isolation of the pre-
formed lithio derivative at an initial reaction tempera-

ture of about —70° to —20° C., a range of about — 60°
to —40° C. being preferred, and a final reaction temper-

ature of about —70° to 20° C.

By varying the identity and the substitution site of X
in the aforementioned bromobenzenes, one can control
the identity and the position of X in the compounds V.

It is, of course, understood that compounds V include
the stereoisomers thereof and such isomers fall within
the scope of the invention disclosed herein. Namely,
compounds V include both cis and trans isomers. The
relative proportions of the two depend on the identity
of the substituent X7 and the reaction condition, but
usually the cis 4-hydroxy-3-(2-fluorophenyl) isomer 1s
favored over the trans isomer. Typical values of the
proportions are 85-95% for the cis isomer and 5-15%
for the trans isomer.

After the aforementioned condensation reaction be-
tween compounds III and IV, the reaction mixture is
poured into water and the piperidinol product is usually
extracted from the mixture with ether. The ether ex-
tract 1s dried and thereafter evaporated in vacuo to
afford crude crystals. They are recrystallized from a
suitable medium such as 1sopropanol. It has been ob-
served that this procedure alone often affords substan-
tially pure cis isomers. Where it is desired to isolate the
trans isomer, it can be accomplished, for instance, by
subjecting a mixture of cis and trans isomers to column
chromatography on silica gel with acetone as an eluant.
Usually the trans isomer is less polar than the cis 1somer.
This procedure usually affords substantially pure trans
ISOmer.

The compounds V are converted to compounds of
formula V1 by a ring closure which may be effected by
use of a strong base, such as for instance, sodium hy-
dride, phenyllithium, etc.

(VD)

The cis i1somers of the piperidinol compounds V,
when allowed to react with sodium hydride, give the
corresponding cis isomers of compounds VI. However,
it has been observed that the trans isomers of com-
pounds V give a mixture of the cis 1somers of com-
pounds VI and the cis isomers of piperidinols V, with
very little yield of the trans 1somers of compounds V1
For this reason, the cis isomers of the piperidinol com-
pounds V are preferred over the trans isomers.

After the compounds VI have been obtained, various
substituents R as defined earlier can be introduced to
the nitrogen atom. For this purpose, the methyl group
of compounds VI is first converted to hydrogen to
obtain compounds VII. Thereafter the secondary amine
hydrogen of compounds VII i1s replaced with various
groups.
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Thus, compound VI 1s allowed to react with ethyl
chloroformate and the resultant carbamate hydrolyzed
to afford secondary amine compounds VII. The carba-
mation may be conducted, for instance, in benzene
under reflux in the presence of potassium carbonate.
The hydrolysts of the carbamate may be conducted, for
instance, in ethanol-water under reflux in the presence
of sodium hydroxide.

X1 O

oyl CICO2EL K2COy, A -
>N OH Eoo 2

N

|

H

(VID)

A variety of derivatives can be obtained from com-
pounds V1I by replacing the amine hydrogen with vari-
ous other groups. In the next several paragraphs, the
term “‘derivative of compound VII” means a compound
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derived by such a replacement at the nitrogen atom of

compound VII.

Thus, reaction of compound VII with cyclopropane
carbonyl chloride affords the cyclopropylcarbonyl de-
rivative of compound VII. Said reaction may be con-
ducted, for instance, in the presence of triethylamine in
a suitable solvent such as chloroform at room tempera-
ture. Reduction of the carbonyl group of said cyclo-
propylcarbonyl derivative by use of, for instance,
LiAlH4 affords cyclopropylmethyl derivative of com-
pound VII. The reduction may be conducted in THF
under reflux. |
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Similarly, reaction of compound VII with phenyla-
cetyl chloride under conditions analogous to those
above affords the phenylacetyl derivative of compound
VII. Reduction of the carbonyl group of the phenyla-
cetyl derivative under analogous conditions affords the
phenethyl derivative of compound V1L

Compounds VII react wth various alkyl halides to
afford N-alkyl derivatives thereof. Alkyl bromides and
chlorides are preferred reagents for the purpose of the
alkylation. |

Thus, reaction of compound VII with 1-bromo-3-
methyl-2-butene affords the 3-methyl-2-butenyl deriva--
tive of compound VII. The reaction may be conducted,
for instance, in dry dimethylformamide in the presence
of potassium carbonate at a temperature of from 60° to
85° C.

Under analogous reaction conditions, reaction of
compound VII with 3-phenoxypropyl bromide affords
the 3-phenoxypropyl dernivative of compound VII. Re-
action of compound VII with allyl bromide affords the
allyl derivative thereof. Reaction of compound VII
with I-bromo-3-phenylpropane affords the 3-phenyl-
propyl derivative thereof. Reaction of compound VII
with <vy-chloro-4-fluorobutyrophenone ethylene ketal
affords a derivative having the ethylene ketal form of
3-(4-fluorobenzoyl)propyl attached to the nitrogen.
Hydrolysis of this derivative, for instance, in hydro-
chloric acid-methanol medium at room temperature
affords the 3-(4-fluorobenzoyl)propyl derivative of
compound VII. Reaction of compound VII with acry-
lonitrile affords the 2-cyanoethyl derivative thereof.
Reaction of compound VII with chloroacetonitrile
affords the cyanomethyl derivative thereof.

The various reactions of compound VII described
above which introduce various substituents on the ni-
trogen atom are schematically shown in Reaction
Scheme B. The wavy lines are used in the scheme in
order to avoid repetitive drawing of the same moiety.

REACTION SCHEME B

X ,/O—@ LiAlHs_ | ]
P "N
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-continued
REACTION SCHEME B

.
S>=-Br cr” eN
/ /QO
TJ TJ 7 '

N

N

O

&

A methoxy group attached to the benzene ring In
compounds of the formula,

N N

§

CN

(VIID)

CH;0

where R is as defined in formula I, may be converted to
a hydroxyl group. A preferred method for achieving
this conversion is to dissolve the methoxy compound
and lithium thiomethoxide in a suitable solvent such as
dry hexamethylphosphoramide and heat the mixture
under a drying tube at a temperature of from 120" to
160° C. After the reaction mixture is allowed to cool,
water is added thereto and the pH adjusted to neutral by
adding an acid such as hydrochloric acid.

By virtue of the conversion reaction of compound V1
~ to compound VII, the various reactions for compound
VII described in Reaction Scheme B, and said conver-
sion of the methoxy group of compound VIII to a hy-
droxy group, one obtains compounds of the general
formula,

(1X)

where X and R are as defined in formula I. It should be
noted that the substituent X in formula VI and VII is
not the same as the substituent X in Formula I and 1IX;
the former does not include the hydroxy group,
whereas the latter does.

When the compound III is allowed to react with
2-furyllithium, 3-o-fluorophenyl-4-(2-furyl)-1-methyl-4-
piperidinol is obtained. The 2-furyllithium may be pre-
pared, for instance, by reacting furan in THF with n-
butyllithium in hexane at a low temperature of, for
instance, from —30° to 0° C. Without isolating the 2-
furyllithium from the mixture, compound III in a suit-
able solvent such as THF i1s added to the mixture and
the reaction is conducted at room temperature. The
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resultant cis piperidinol compound 1s allowed to un-
dergo ring closure reaction to afford compound X
under conditions analogous to those described earlier
for the ring closure of compounds V. This series of
reactions is shown in Reaction Scheme C. It should be
noted that if one starts out with 3-furyllithium, the cor-
responding 3-furyl derivates of the above-mentioned
piperidinol and of compound X are obtained.

REACTION SCHEME C

I + \ ‘ —_
Li
O

(X)

[t sould be noted that the methyl group in compound
X can be replaced by various substituents in much the
same manner described earlier for converting the N-
methyl compound VI into other derivatives.

Compounds of the present invention are useful as
analgesics due to their ability to alleviate pain in mam-
mals, as demonstrated in the p-phenylbenzoquinone
writhing assay in mice, a standard assay for analgesia
[Proc. Soc. Exptl. Biol. Med., 95, 729 (1957)]. Thus, for
instance, cis-1,2,3,4,4a,9b-hexahydro-2-methyl-4a-phe-
nyl-benzofuro(3,2-c]pyridine hydrochloride, C1S-
1,2,3,4,4a,9b-hexahydro-4a-phenyl-benzofuro[3,2-
c|pyridine, cis-2-cyclopropylmethyl-1,2,3,4,4a,9b-hex-
ahydro-4a-phenyl-benzofuro [3,2-c]pyridine hydrochlo-
ride, cis-1,2,3,4,4a,9b-hexahydro-2-phenethyl-4a-phe-
nyl-benzofuro{3,2-c]pyridine hydrochloride, cis-4a-
(4fluorophenyl)-1,2,3,4,4a,9b-hexahydro-2-methyl-ben-
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zofurof3,2-c]pyridine hydrochloride, cis-4a-(3-fluoro-

phenyl)-1,2,3,4,4a,9b-hexahydro-benzofuro[3,2-c]pyri-
dine maleate, and cis-3-o-fluorophenyl-1-methyl-4-o-

tolyl-4-piperidinol, respectively, have EDsg values of

9.4, 8.4, 9.6, 15.2, 6.4, 2.8 and 2.5 mg subcutaneous dose
per kg of body weight for the inhibition of writhing
produced in this assay. At a subcutaneous dose of 10
mg/kg of body weight -cis-4a-(4-chlorophenyl)-
1,2,3,4,4a,9b-hexahydro-2-methyl-benzofuoro[3,2-
clpyridine hydrochloride and cis-3-o-fluorophenyl-4-(2-
furyl)-I-methyl-4-piperidinol  demonstrate, respec-
tively, a 65% and 68% inhibition of writhing in this
assay. These data illustrate that compounds of this in-
vention are useful for alleviating pain in mammals when
administered in amounts ranging from about 0.1 to
about 100 mg/kg of body weight per day.

Compounds of the present invention are also useful as
anticonvulsant agents for mammals, as determined by
the method of Woodbury, L. A. and Davenport, V. D.
(Arch., Inc. Pharmacodynam, 92, pp. 97-107 (1952).
For example, cis-1,2,3,4,4a,9b-hexahydro-2-methyl-4a-
phenyl-benzofuro[3,2-c}-pyridine hydrochloride had an
EDsg value of 64 mg intraperitoneal dose per kg of body
weight for the protection from the supramaximal elec-
troshock; at 25 mg per kg body weight intraperitoneal
dose, cis-1,2,3,4,4a,9b-hexahydro-4a-phenyl-ben-
zofuro[3,2-c]pyridine, cis-2-[3-(4-fluorobenzoyl)-
propyl}-1,2,3,4,4a,9b-hexahydro-4a-phenyl-ben-
zofuro[3,2-c]pyridine  maleate, and  cis-2-allyl-
1,2,3,4,4a,9b-hexahydro-4a-phenyl-benzofurof3,2-
clpyridine maleate respectively produced 33%, 50%
and 50% protection from the supramaximal electro-
shock; at a 20 mg/kg intraperitoneal dose, cis-3-0-
fluorophenyl-1-methyl-4-o-tolyl-4-piperidinol  demon-
strated a 100% protection from the supramaximal elec-
troshock; and cis-3-o-fluorophenyl-4-m-fluorophenyl-1-
methyl-4-piperidinol and cis-4-m-chlorophenyl-3-o-
fluorophenyl-1-methyl-4-piperidinol respectively had
EDsg values of 8.8 and 15.2 mg/kg intraperitoneal dose
for the protection from the supramaximal electroshock.

Anticonvulsant activities of the compounds of the
present invention are also demonstrated by the metrazol
lethality test in mice. In this test, groups of male, CD-1
mice, (18-30 grams each) are utilized. Test drugs are
prepared using distilled water and, if insoluble, a suit-
able surfactant is added. The route of administration
may be varied (p.o., i.p., s.c.) but all administrations are
in volumes proportional to 10 cc/kg.

For a time response, 5 groups (6/group) are adminis-
tered drug orally at 30, 60, and 120 minutes prior to
metrazol treatment. Control animals (2/group) receive
vehicle. Metrazol (pentamethylene-tetrazol) i1s prepared
at a concentration of 150 mg/10 ml in distilled water.
Metrazol is administered intraperitoneally to all animals
at 150 mg/kg in distilled water. Those animals alive 15
minutes after metrazol injection are considered pro-
tected. The time period with the greatest percent pro-
tected is called peak time of drug activity.

A dose range 1s run in the same manner as a time
response except that 50 animals (10/group) are tested at
the peak time of drug activity. One group receives vehi-
cle. An EDsgis calculated by means of linear regression
analysis. Diazepam, which is a standard anticonvulsant
agent, has an EDsg value of 1.43 mg/kg p.o. in this test.

At an oral dose of 50 mg per kg of body weight,
cis-1,2,3,4,4a,9b-hexahydro-2-methyl-4a-phenyl-ben-
zofuro[3,2-c]pyridine hydrochloride, cis-1,2,3,4,4a,9b-
hexahydro-4a-phenyl-benzofuro|3,2-c]pyridine, and
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10
cis-2-allyl-1,2,3,4,4a,9b-hexahydro-4a-phenyl-ben-
zofuro[3,2-c]pyridine maleate respectively produced
17%, 67% and 17% protection in said metrazol test.
Cis-3-o-fluorophenyl-1-methyl-4-o-tolyl-4-piperidinol
and cis-3-o-fluorophenyl-4-m-fluorophenyl-1-methyi-
piperidinol had EDsg values of 7.5 and 20.7 mg/kg, p.o.,
respectively; and at an oral dose of 40 mg/kg body
weight, cis-3-o-fluorophenyi-1-methyl-4-phenyl-4-
piperidinol produced 80% protection.

These data 1llustrate that compounds of the present
invention are useful 1n treating convulsions in mammals
when administered in amounts ranging from about 1.0
to about 150 mg/kg of body weight per day.

Effective quantities of the compounds of the inven-
tion may be administered to a patient by any one of
various methods, for example, orally as in capsules or
tablets, parenterally in the form of sterile solutions or
suspensions, and in some cases intraveneously in the
form of sterile solutions. The free base final products,
while effective themselves, may be formulated and ad-
ministered in the form of their pharmaceutically accept-
able addition salts for purposes of stability, convenience
of crystallization, increased solubility and the like.

Acids useful for preparing the pharmaceutically ac-
ceptable acid addition salts of the invention include
inorganic acids such as hydrochloric, hydrobromic,
sulfuric, nitric, phosphoric and perchloric acids, as well
as organic acids such as tartaric, citric, acetic, succinic,
maleic, fumaric and oxalic acids.

The active compounds of the present invention may
be orally administered, for example, with an 1nert dilu-
ent or with an edible carrier, or they may be enclosed in
gelatin capsules, or they may be compressed iInto tab-
lets. For the purpose of oral therapeutic administration,
the active compounds of the invention may be incorpo-
rated with excipients and used in the form of tablets,
troches, capsules, elixiers, suspensions, syrups, wafers,
chewing gum and the like. The preparations should
contain at least 0.5% of active compound, but may be
varied depending upon the particular form and may
conveniently be between 47% to about 70% of the
weight of the unit. The amount of active compound in
such compositions is such that a suitable dosage will be
obtained. Preferred compositions and preparations ac-
cording to the present invention are prepared so that an
oral dosage unit form contains 1.0 to 300 milligrams of
active compound.

The tablets, pills, capsules, troches and the like may
also contain the followng ingredients: a binder such as
microcrystalline cellulose, gum tragacanth or gelatin;
an excipient such as starch or lactose, a disintegrating
agent such as alginic acid, Primogel, corn starch and the
like; a lubricant such as magnesium stearate or Sterotex;
a glidant such as collodial silicon dioxide; and a sweet-
ening agent such as sucrose or saccharin; and a flavor-
ing agent such as peppermint, methyl salicylate, or
orange flavoring. When the dosage unit is a capsule, i1t
may contain, in addition to materials of the above type,
a liquid carrier such as a fatty oil. Other dosage unit
forms may contain other various materials which mod-
ify the physical form of the dosage unit, for example, as
coatings. Thus, tablets or pills may be coated with
sugar, shellac or other enteric coating agents. A syrup
may contain, in addition to the active compounds, su-
crose as a sweetening agent and certain preservatives,
dyes and colorings and flavors. Materials used i1n pre-
paring these various compositions should be pharma-
ceutically pure and non-toxic in the amounts used.
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For the purpose of parenteral therapuetic administra-
tion, the active compounds of the invention may be
incorporated into a solution or suspension. These prepa-
rations should contain a pharmaceutically effective
amount, i.e. at least 0.1% of active compound, but may 3
be varied to be between 0.5 and about 30% of the
weight thereof. The amount of active compound in
such compositions is such that a suitable dosage will be
obtained. Preferred compositions and preparations ac-
cording to the present invention are prepared so that a
parenteral dosage unit contains between 0.5 to 100 milli-
grams of active compound.

The solutions or suspensions may also include the
following components: a sterile diluent such as water
for injection, saline solution, fixed oils, polyethylene
glycols, glycerine, propylene glycol or other synthetic
solvents; antibacterial agents such as benzyl alcohol or
methyl parabens; antioxidants such as ascorbic acid or
sodium bisulfite; chelating agents such as ethylenedi-
aminetetraacetic acid; buffers such as acetates, citrates
or phosphates and agents for the adjustment of tonicity
such as sodium chloride or dextrose. The parenteral
preparation can be enclosed in ampules, disposable sy-
ringes or multiple dose vials made of glass or plastic.

The invention is illustrated by the following examples
wherein unless indicated otherwise, the temperature
indicated is in degrees Centigrade.

EXAMPLE 1

(a)
cis-3-0-Fluorophenyl-1-methyl-4-phenyl-4-piperidinol

10
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To 40 ml of anhydrous ether under nitrogen was
added 21.74 ml of 2.3 M phenyllithium in 70:30 ben-
zene/ether. To this solution was added dropwise with
stirring at such a rate as to maintain a gentle reflux a
solution of 3.11 g of 3-o-fluorophenyl-1-methyl-4-
piperidone in 35 ml of anhydrous ether. The resulting
mixture was stirred at ambient temperature for 3 hours.
The reaction mixture was then poured into 100 ml of
water and extracted with ether (2 100 ml). The com- 40
bined extracts were dried over anhydrous Na>S0O4 and
evaporated in vacuo to give 4.91 g of solid. Recrystaili-
zation from isopropanol afforded 2.43 g (56.8%) of
colorless crystals, m.p. s 150, 154°-157",

ANALYSIS: Calculated for CigHyoFNO: 75.76%C;
T.079%H: 4.919%N: 6.669%F; Found: 76.169%C; 7.139% H,
4.889% N; 6.56%F".

35

45

(b) _
trans-3-o-Fluorophenyl-1-methyl-4-phenyl-4-

: . 50
piperidinol

To 400 ml of anhydrous ether under nitrogen was
added from a dropping funnel 190.5 ml of 2.1 M phenyl-
lithium in 70:30 benzene/ether. To this solution was
added dropwise with stirring at such a rate as to main- 55
tain a gentle reflux a solution of 24.87 g of 3-o-
fluorophenyl-1-methyl-4-piperidone in 200 ml of anhy-
drous ether. The resulting mixture was stirred at ambi-
ent temperature for 4 hours. The reaction mixture was
poured into 800 ml of water and extracted with ether 60
(2800 ml). The combined extracts were dried over
anhydrous Na>S04 and evaporated in vacuo to give
4394 g of solid. Recrystallization from isopropanol
afforded 13.58 g of pure cis isomer as colorless crystals,
m.p. s 151, 156°-159°,-

The mother liquors from the recrystallization were
concentrated in vacuo to approximately 75 ml and al-
lowed to stand overnight before cooling. The crystal-

65
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line material was filtered, washed with cold isopropanol
and petroleum ether, and dried to give 4.27 g of color-
less crystals, m.p. s 130, 133°-145°, This material was
shown by NMR to an approximately 2:1 mixture of
trans/cis alcohols: total yield 17.85 g (52.1%).

The mixture of alcohols from above was chromato-
graphed on 125 g of silica gel with acetone as eluant
until the less polar trans alcohol was eluted and then
with 25% MeOH/acetone as eluant until all of the cis
product had been eluted.

The fractions containing the trans alcohol were com-
bined and evaporated in vacuo to afford 2.60 g (7.6%)
of pure trans isomer as colorless crystalline sohd, m.p.
159°-161°. A 0.25 g portion of this material was recrys-
tallized from isopropanol to provide 0.18 g of crystals,
m.p. s 159, 160°-161°.

ANALYSIS: Calculated for CigHigFNO: 75.769%C;
7.07%H:; 4.919%N; 6.66%F; Found: 75.909%C,; 7.31%H,
4.65%N; 6.929%F.

EXAMPLE 2

cis-1,2,3,4,4a,9b-Hexahydro-2-methyl-4a-phenyl-ben-
zofuro[3,2-c]pyridine hydrochlonde

A suspension of 7.79 g of 3-o-fluorophenyl-1-methyl-
4-phenyl-4-piperidinol (>90% cis) and 1.05 g of sodium
hydride in 55 ml of dry benzene was heated to reflux
under nitrogen and 55 ml of dry dimethylformamide
was added. The resulting mixture was heated at reflux
for 22 hours. As TLC analysis indicated a small amount
of alcohol to be present, an additional 0.12 g of NaH
was added and the mixture refluxed an additional 3
hour. TLC analysis at this point indicated that the small
amount of trans product formed at 23 hours reflux
seemed to be disappearing, presumably 1somerizing to
the cis product. The cooled reaction mixture was cau-
tiously poured into 350 ml of water and extracted with
ether (2250 ml). The combined extracts were washed
with water (3 X250 ml), dried over anhydrous Na>SO4
and evaporated in vacuo to afford 7.35 g of an oil.

This material was dissolved in 100 ml of ether and
treated with 50 ml of ether saturated with hydrogen
chloride. The solvent was removed in vacuo. The resi-
due was triturated with ether, filtered, and dried to give
7.69 g (93.3%) of crystalline solid. Recrystallization
from ethanol afforded 6.31 g (76.6%) of colorless crys-
tals, m.p. s 270, 273.5°-275.5",

ANALYSIS: Calculated for CigH 9NO.HCI:
71.63%C: 6.689H; 4.649%N; 11.75%Cl; Found:
71.459%C: 6.60%H; 4.65%N; 11.54%Cl.

EXAMPLE 3

cis-2-Ethoxycarbonyl-1,2,3,4,4a,9b-hexahydro-4a-phe-
nyl-benzofuro[3,2-c}-pyridine

To a stirred solution of 4.25 g of cis-1,2,3,4,4a,9b-hex-
ahydro-2-methyl-4a-phenyl-benzofuro{3,2-c]pyridine in
35 ml of dry benzene was added 3.32 g of anhydrous
potassium carbonate and 2.60 g of ethyl chloroformate.
The resulting mixture was heated at reflux under nitro-
gen for 32 hours. The cooled reaction mixture was
poured into 100 ml of water and extracted with ether
(2 < 100 ml). The combined ether extracts were washed
with 2N HCI (2 X 20 ml). During the first washing some
solid separated out. This material was filtered oft, com-
bined with the acid washings, and set aside. The ether
extracts were washed with 50 ml of brine, dried over
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anhydrous Na>SQy4, and evaporated in vacuo to afford
3.59 g of an o1l

The aqueous acidic layer (containing the filtered
solid) was cooled to 0°, basified with 509% aq. NaOH,
and extracted with methylene chloride (2X40 ml). 5
After drying over anhydrous Na;SO4 and evaporation
of the solvent in vacuo 0.74 g of the starting compound
was recovered. This material was resubmitted to the
reaction conditions for 24 hours, worked up and parti-
tioned as described above. In this manner an additional 10
0.59 g of carbamate was obtained as an oil. The total
yield of the ethyl carbamate was 4.18 g (80.8%)

ANALYSIS: Calculated for CogH>1NO3: 74.28%C;
6.55%H; 4.33%N; Found: 73.92%C,; 6.66%H; 3.96%N.

EXAMPLE 4

cis-1,2,3,4,4a,9b-Hexahydro-4a-phenyl-benzofurof3,2-
clpyridine

15

To a solution of 3.56 g of cis-2-ethoxycarbonyl-
1,2,3,4,4a,9b-hexahydro-benzofuro[3,2-c]pyridine in 42 20
ml of absolute ethanol was added 28 ml of 209% aqueous
NaOH solution. The resulting mixture was heated at
reflux under nitrogen for 32 hours. Most of the ethanol
was removed in vacuo. The residue was diluted with 50
m! of water and extracted with methylene chloride ¢°
(2x 100 ml). There were initially some problems with
emulsions. The combined extracts were dried over an-
hydrous Na>SQ4 and evaporated in vacuo to give 2.72 g
(98.4%) of crystalline solid. Recrystallization from hex-
ane afforded 1.98 g (71.6%) of crystals, m.p. s 91, 30
95°-98°.

ANALYSIS: Calculated for Ci7H17NO: 81.24%C;
6.82%H.; 5.579N; Found: 81.099%C; 6.889:H,; 5.389%N.

EXAMPLE 5 15

cis-2-Cyclopropylcarbonyl-1,2,3,4,4a,9b-hexahydro-4a-
phenyl-benzofuro-[3,2-c]pyridine

To a solution of 3.77 g of cis-1,2,3,4,4a,9b-hexahydro-
4a-phenylbenzofuro(3,2-c]pyridine in 100 ml of chloro- ,,
form containing 1.67 g of triethylamine was added
dropwise with stirring under nitrogen a solution of 1.65
g of cyclopropane carbonyl chloride in 25 ml of chloro-
form. The reaction mixture was stirred at room temper-
ature for 4 hours, diluted with 100 ml of chloroform and 45
washed with 100 ml of 2N HCI] and 100 ml of 10%
aqueous NaOH. The organic layer was dried over anhy-
drous Na>SO4 and evaporated in vacuo to afford 4.70 g
(98.1%) of a glass.

ANALYSIS: Calculated for CoriH>NOj: 78.97%C;
6.63%H; 4.399 N; Found: 78.77%C; 6.70%H; 4.119N.

EXAMPLE 6

cis-2-Cyclopropylmethyl- 1,2,3,4,43,9b-hexahydr0-4a—
phenyl-benzofuro-[3,2-c]pyridine hydrochloride 55

>0

To a suspension of 1.03 g of lithium aluminum hy-
dride in 100 ml of dry tetrahydrofuran was added drop-
wise with stirring under nitrogen a solution of 4.31 g of
cis-2-cyclopropylcarbonyl-1,2,3,4,4a,9b-hexahydro-4a-
phenyl-benzofuro{3,2-c]pyridine in 35 ml of dry tetra- 60
hydrofuran. The resulting mixture was heated at reflux
under nitrogen for 3 hours. Excess LiAlH4 was decom-
posed by cautious dropwise addition of saturated aque-
ous NasSOy4 at 0° under nitrogen. The precipitate was
filtered off and washed repeatedly with 1:1 ether/tet- 65
rahydrofuran. The combined filtrate and washings were
- dried over anhydrous Na;S0O4 and evaporated in vacuo
to afford 5.02 g of an oil. This material was dissolved 1n
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50 ml of ether and treated with 25 ml of ether saturated
with hydrogen chloride gas. The solvent was removed
in vacuo and the residue triturated with ether, filtered,
and dried to afford 4.29 g (93.0%) of crystalline solid.
Recrystallization from ethanol gave 3.23 g (70.0%) of
crystals, m.p. s 237, 256°-259°,

ANALYSIS: Calculated for Cy; H;:3NO.HCI:
73.77%C; 7.08%H; 4.109%N; 10.37%Cl; Found:
73.789%C: 7.17%H; 4.029:N; 10.309%Cl.

EXAMPLE 7

cis-1,2,3,4,4a,9b-Hexahydro-4a-phenyl-2-phenylacetyl-
benzofuro{3,2-c]pyridine one third ethanolate

To a solution of 3.02 g of cis-1,2,3,4,4a,9b-hexahydro-
4a-phenylbenzofurol3,2-c]pyridine in 80 ml of chloro-
form containing 1.34 g of triethylamine was added
dropwise with stirring under nitrogen a solution of 1.86
g of phenylacetyl chloride in 20 ml of chloroform. The
resulting solution was stirred for 3 hours, diluted with
80 ml of chloroform, and washed with 80 ml of 2N HCI
and 80 ml of 1095 aqueous NaOH. The organic layer
was dried over anhydrous Na;SO4 and evaporated in
vacuo to give 4.80 g of an oil. This material was chro-
matographed on 125 g of silica gel using 2%
MeOH/CHCIl; as an eluant. The enriched fractions
were combined and evaporated in vacuo to afford 4.20
g (94.7%) of a glass. A 0.5 g portion of this material was
taken up in a minimum amount of hot ethanol, cooled,
filtered, and dried at 40° for one hour to give 0.42 g of
crystals m.p. s 61, 70°~73°, These crystals were shown
by NMR to contain 0.9 mole of ethanol. Additional
drying at 40° (3 hours) gave crystalline solid, m.p. s 30,
54°-60°, NMR showed this material to contain one-
third a molecule of ethanol per molecule of the product

- compound.

ANALYSIS: Calculated for Ci5H73NO-.4C2H;0H:
80.11%C: 6.559%H;: 3.649%N; Found: 80.04%C;
6.48%H: 3.409N.

EXAMPLE 8

cis-1,2,3,4,4a,9b-Hexahydro-2-phenethyl-4a-phenyl-
benzofuro[3,2-c]pyridine hydrochloride

To a suspension of 0.76 g of lithium aluminum hy-
dride in 70 mi of dry tetrahydrofuran was added drop-
wise with stirring under nitrogen a solution of 3.69 g of
cis-1,2,3,4,4a,9b-hexahydro-4a-phenyl-2-phenylacetyl-
benzofurof3,2-c]pyridine in 30 ml of dry tetrahydrofu-
ran. The resulting mixture was heated at reflux for 3
hours. Excess LiAlHs was decomposed by cautious
dropwise addition of saturated aqueous NaxSOy4 at 0°
under nitrogen. The precipitate was filtered off and
washed repeatedly with 1:1 ether/tetrahydrofuran. The
combined filtrate and washings were dried over anhy-
drous Na>SQOg4 and evaporated in vacuo to afford 3.35 g
(94.2%) of an oil.

This material was dissolved in 50 ml of ether and
treated with 25 ml of ether saturated with HCl. The
solvent was removed in vacuo, and the residue was
triturated with ether, filtered, and dried to give 3.29 g
(83.9%) of crystalline solid, m.p. s 237, 241°-245°, Re-
crystallization from ethanol afforded 2.80 g (71.4%) of
colorless crystals, m.p. s 235, 244°-248° (with bubbling).

ANALYSIS: Calculated for CisH>sNO.HCI:
76.61%C; 6.69%H; 3.57%N; Found: 76.38%C;
6.67%H,; 3.279%N.
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EXAMPLE 9

cis-1,2,3,4,4a,9b-Hexahydro-2-(3-methyl-2-butenyl)-4a-
phenyl-benzofuro[3-2c]pyridine hydrochloride

To a solution of 3.77 g of cis-1,2,3,4,4a,9b-hexahydro- 3
4a-phenyl benzofuro[3,2-clpyridine in 60 ml of dry di-
methylformamide was added 4.5 g of anhydrous
K>CO3 and 2.46 g of 1-bromo-3-methyl-2-butene. The
resulting suspension was heated at 80° under nitrogen
for 18 hours. The cooled reaction mixture was diluted
with 500 ml of ether and washed with water (4300
ml). The ether layer was dried over anhydrous Na;SO4
and evaporated in vacuo to give 4.13 g (86.2%) of an
oil.

This material was dissolved in 75 ml of ether and
treated with 25 ml! of ether saturated with HCIl. The
solvent was removed in vacuo, and the residue tritu-
rated with ether, filtered, and dried to provide 3.67 g
(68.7%) of crystalline solid, m.p. s 210, 222°-224.5°
(with bubbling). Recrystallization from acetone at-
forded 2.89 g (54.1%) of crystalline solid, m.p. s 229,
230°-232° (with bubbling).

Analysis: Calculated for C2;HsNO.HCI: 74.24%C,;
7.369%H: 3.949%N; Found: 74.129%C; 7.289H; 3.85% .

25
EXAMPLE 10

cis-1,2,3,4,4a,9b-Hexahydro-4a-phenyl-2-(3-phenyl-
propyl)-benzofuro[3,2-c]-pyridine maleate

To a solution of 3.02 g of cis-1,2,3,4,4a,9b-hexahydro-
4a-phenylbenzofuro[3,2-c]pyridine in 48 ml of dry di-
methylformamide was added 3.6 g of anhydrous potas-
sium carbonate and 2.59 g of 1-bromo-3-phenylpropane.
The resulting suspension was heated at 80° under nitro-
gen for 19 hours. The cooled reaction mixture was
diluted with 500 ml of ether and washed with water
(4250 ml). The organic layer was dried over anhy-
drous Na>SQOy and evaporated in vacuo to provide 4.50
g of an oil. |

This material was dissolved in 50 ml of ether and
treated with a solution of 1.74 g of maleic acid dissolved
in 15 ml of ether and 10 ml of absolute ethanol. After
stirring for 15 minutes, the precipitated salt was filtered,
washed with ether, and dried to give 4.70 g (80.7%) of
crystalline solid, m.p. s 161, 163°-165°. Recrystalliza- ;.
tion from ethanol afforded 4.25 g (72.9%) of crystalline
solid m.p. s 165, 166°-167°.

ANALYSIS: Calculated for
74.21%C; 6.439%H;
6.459%H: 2.66%N.

EXAMPLE 11

cis-1,2,3,4,4a,9b-Hexahydro-2-(3-phenoxypropyl)-4a-
phenyl-benzofuro|3,2-c]-pyridine maleate

To a solution of 2.51 g of cis-1,2,3,4,4a,9b-hexahydro-
4a-phenylbenzofuro{3,2-c]pyridine in 40 ml of dry di-
methylformamide was added 3.0 g of anhydrous potas-
sium carbonate and 2.32 g of 3-phenoxypropyl bromide.
The resulting suspension was heated at 80° under nitro-
gen for 19 hours. The cooled reaction mixture was
diluted with 400 ml of ether and washed with water
(4200 ml). The ether extracts were dried over anhy-
drous Na>SQO4 and evaporated in vacuo to afford 3.97 g
of an oil.

This material was dissolved in 50 ml of ether and
treated with a solution of 1.45 g of maleic acid in 15 ml
of ether and 10 ml of absolute ethanol. After stirring tor
20 minutes, the precipitated salt was filtered, washed
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with ether, and dried to give 3.98 g (79.4%) of crystal-
line solid, m.p. s 140, 143°-144°, Recrystallization from
ethanol afforded 3.74 g (74.6%) of crystalline solid, m.p.

s 144, 144.5°-146°,
ANALYSIS: Calculated

71.83%C: 6.239H,

6.279%H; 2.55% N.

EXAMPLE 12

cis-2-Cyanomethyl-1,2,3,4,4a,9b-hexahydro-4a-phenyl-
benzofuro[3,2-c]pyridine

To a solution of 3.02 g of cis-1,2,3,4,4a,9b-hexahydro-
4a-phenyl-benzofuro[3,2-c]pyridine in 48 ml of dry di-
methylformamide was added 3.6 g of anhydrous potas-
sium carbonate and 0.982 g of chloroacetonitrile. The
resulting suspension was heated at 80" under nitrogen
for 19 hours. The cooled reaction mixture was dried
with 500 ml of ether and washed with water (4:X250
ml). The organic layer was dried over anhydrous Nao.
SO4 and evaporated in vacuo to give 3.48 g (99.9%) of
a gum, which crystallized on standing. A 0.35 g portion
of this material was recrystallized from ethanol to af-
ford 0.22 g of crystals, m.p. s 93, 94°-96°,

ANALYSIS: Calculated for CigH 1gN2O: 78.59%C;
6.25%H: 9.659% N: Found: 78.31%C; 6.079%:H,; 9.609 N.

EXAMPLE 13

cis-2-[3-(4-Fluorobenzoyl)propyl]-1,2,3,4,4a,9b-hexahy-
dro-4a-phenylbenzofuro{3,2-clpyridine ethylene ketal
maleate

To a solution of 2.51 g of cis-1,2,3,4,4a,9b-hexahydro-
4a-phenylbenzofurof3,2-c]pyridine in 40 ml of dry di-
methylformamide was added 3.0 g of anhydrous
K>CO3, 0.3 g of powdered K1, and 2.64 g of y-chloro-4-
fluorobutyrophenone ethylene ketal. The resulting sus-
pension was stirred for 18 hours at 80° and then 29 hours
at 100° under nitrogen. The cooled reaction mixture
was diluted with 400 ml of ether and washed with water
(43200 ml). The organic layer was dried over anhy-
drous Na>SO4 and evaporated in vacuo to provide 4.97
g of a gum. A 0.368 g portion of this material was dis-
solved in 15 ml of ether and then treated with a solution
of 0.116 g of maleic acid dissolved in 3 ml of ether and
2 ml of absolute ethanol. After stirring for 15 minutes,
the mixture was cooled and the precipitated salt was
filtered, washed with ether, and dried to give 0.29 g
(63%) of crystalline solid, m.p. s 172, 177°-180". Re-
crystallization from ethanol afforded 0.23 g (49.9%) of
crystals, m.p. s 181 185°-187°.

ANALYSIS: Calculated for CrgHipFENO3. C4H4O04:
68.85%C: 5.959% H: 2.439%N: Found: 68.52%C;
6.01%H; 2.249N.

EXAMPLE 14

cis-2-[3-(4-Fluorobenzoyl)propyl}-1,2,3,4,4a,9b-hexahy-
dro-4a-phenylbenzofuro(3,2-c]pyridine maleate

To a solution of 2.51 g of cis-1,2,3,4,4a,9b-hexahydro-
4a-phenylbenzofuro[3,2-c]pyridine in 40 ml of dry di-
methylformamide was added 3.0 g of anhydrous
K:COs, 0.3 g of powdered K1, and 2.64 g of y-chloro-4-
fluorobutyrophenone ethylene ketal. The resulting sus-
pension was heated for 18 hours at 80° and 29 hours at
100° under nitrogen. The cooled reaction mixture was
diluted with 400 ml of ether and washed with water
(4 200 ml). The ether layer was dried over anhydrous
Na;SO4 and evaporated in vacuo to afford 4.97 g of a

for CHrgH>7INO>. CiH40Oy:
2.79%N: Found: 71.709%C;
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gum. A small amount of this material was purified as a
maleate salt.

The remaining 4.60 g of material was dissolved in 30
ml of methanol and 20 ml of 3N HCI. A lhittle o1l sepa-
rated out. The resulting mixture was stirred overnight 5
(19 hours) at ambient temperature under Na. Most of
the methanol was removed in vacuo. The residue was
diluted with 100 ml of water, cooled to 0°, and basified
with 509 aqueous NaOH. Extraction with ether
(2% 125 ml), drying of the combined extracts with anhy- 10
drous NazSQy4, and evaporation in vacuo gave 4.12 g of
an oil.

This material was dissolved in 50 ml of ether and
treated with a solution of 1.16 g of maleic acid in 5 ml of
absolute ethanol and 20 ml of ether. After some tritura-
tion and 15 minutes of stirring, the precipitated salt was
filtered, washed with ether and dried to give 3.25 g
(66.5%) of crystalline solid, m.p. s 128, 137°-143°. Re-
crystallization from ethanol affored 2.59 g (53%) of
crystalline solid, m.p. s 162, 165°-167".

ANALYSIS: Calculated for C7HeEFNO».CsH40O4:
70.049%:C; 5.699%H; 2.649%N; Found: 69.91%C;
5.629%H,; 2.589N.

EXAMPLE 15

cis-2-Allyl-1,2,3,4,4a,9b-hexahydro-4a-phenyl-ben-
zofuro3,2-cipyridine maleate

To a solution of 3.02 g of cis-1,2,3,4,4a,9b-hexahydro-
4a-phenylbenzofuro[3,2-c]pyridine in 48 ml of dry di-
methylformamide was added 3.6 g of anhydrous
K>CO3 and 1.60 g of allyl bromide. The resulting sus-
pension was heated at 65° under nitrogen for 17 hours.
The cooled reaction mixture was diluted with 500 ml of
ether and washed with water (4 X250 ml). The ether 35
extracts were dried over anhydrous Na>S0O4 and evapo-
rated in vacuo to give 2.55 g (72 9%) of an oil.

This material was dissolved in 50 ml of ether and
treated dropwise with stirring with a solution of 1.16 g
of maleic acid dissolved in 5 ml of absolute ethanol and
20 ml of ether. After stirring for 30 minutes, the precipi-
tated salt was filtered, washed with ether, and dried to
provide 3.11 g (63.6%) of crystalline solid, m.p. s 155,
156°-157.5°. Recrystallization from ethanol gave 2.84 g
(58.1%) of crystals, m.p. s 156, 158°-160°,

ANALYSIS: Calculated for C;gH>1NO.C4H40O4:
70.749%C; 6.189%H; 3.44%N; Found: 70.47%C,;
6.25%H: 3.429N.

EXAMPLE 16

cis-2-(2-Cyanoethyl)-1,2,3,4,4a,9b-hexahydro-4a-phe-
nyl-benzofuro|3,2-c]pyridine hydrochloride

A 10 ml round bottom flask was charged with 0.503
g of vcis 1,2,3,44a,9b-hexahydro-4a-phenyl-ben-
zofuro[3,2-c]pyridine followed by 1 ml of acrylonitrile.
The resulting mixture was stirred for 3 hour at room
temperature under nitrogen and then heated at 60° for 1
hour. The reaction mixtue was diluted with 10 ml of
ether and treated with 4 ml of ether saturated with HCI. 60
After stirring for 15 minutes, the precipitated salt was
filtered, washed with ether, and dried to give 0.68 g
(99.8%) of crystalline solid, m.p. s 205, 213°-215°. Re-
crystallization from ethanol afforded 0.50 g (73.3%) of
crystals, m.p. s 213, 216°-219°,

ANALYSIS: Calculated for
70.47%C; 6.219H; 8.229N; Found:
5.99%H; 8.31N.
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EXAMPLE 17
(a)
cis-3-o-Fluorophenyl-4-p-methoxyphenyl-1-methyl-4-
piperidinol

To a solution of 2.81 g of p-bromoanisole in 25 ml of
anhydrous ether a —20° under nitrogen was added 6.82
ml of 2.2 M n-butyllithium in hexane. The resulting
solution was stirred for 10 minutes at —20° and then
warmed to room temperature. To this solution was
added dropwise with stirring under nitrogen a solution
of 1.24 g of 3-o-fluorophenyl-1-methyl-4-piperidone in
15 ml of dry ether. The resulting solution was stirred for
3 hours at room temperature, diluted with 50 ml of
water, and extracted with ether (2X50 ml). The com-
bined extracts were dried over anhydrous Na>SO4 and
evaporated in vacuo to give 2.39 g of an oil, which
smelled of anisole.

This material was chromatographed on 80 g of silica
gel using acetone as eluant until the less polar trans
isomer came off and then eluting with 25% MeOH/ace-
tone. The fractions containing the more polar cis isomer
(major product) were combined and evaporated In
vacuo to afford 1.29 g (68.2%) of crystalline solid. Re-
crystallization from cyclohexane afforded 0.84 g
(44.4%) of crystals, m.p. s 128.5, 133°-133.5°.

ANALYSIS: Calculated for CigH5:FNO3: 72.36%C;
7.03%H; 4.44%N; Found: 72.42%C; 7.07%H; 4.36%0N.

(b) |
trans-3-o-Fluorophenyl-4-p-methoxyphenyl-1-methyl-
4-piperidinol

The chromatography fractions enriched in the trans
isomer obtained from the experiment described above
were combined and evaporated in vacuo to afford 0.35
g of solid. Recrystallization from cyclohexane yielded
0.15 g (7.9%) of crystalline solid, m.p. s 107,
111°~113.5°.

ANALYSIS: Calculated for CioH»>FNQOj: 72. 36%C
7.039%H; 4.449%N; Found: 72.16%C,; 7.009%H; 4.31%N.

EXAMPLE 18

(a)
cis-3-o-fluorophenyl-4-p-fluorophenyl-1-methyl-4-
piperidinol

To a solution of 2.63 g of 4-bromofluorobenzene 1n 235
ml of anhydrous ether at —20° under nitrogen was
added 6.82 ml of 2.2 M n-butyllithium in hexane. The
resulting solution was stirred for 10 minutes at —20°
and then warmed to room temperature. To this solution
was added dropwise with stirring under nitrogen a
solution of 12.4 g of 3-o-fluorophenyl-1-methyl-4-
piperidone. The resulting solution was stirred for 33
hours at room temperature, diluted with 50 ml of water,
and extracted with ether (2X50 ml). The combined
organic extracts were dried over anhydrous Na>SO4
and evaporated in vacuo to give 2.18 g of solid.

This material was chromatographed on 80 g of silica
gel using acetone as eluant until the less polar frans
isomer came off and then eluting with 25% MeOH/ace-

“tone. The fractions containing the more polar cis isomer

(major product) were combined and evaporated In
vacuo to provide 1.05 g (57.7%) of crystalline sohd.
Recrystallization from cyclohexane afforded 0.67 g
(36.8%) of crystals, m.p. s 156, 161°-163°,
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ANALYSIS: Calculated for CigH19F2NO: 71.279%C;

6.31%H;: 4.629%N; 12.53%F; Found: 71.53%C;
6.159%H: 4.57%N; 12.52%F.
(b) .

trans-3-o-Fluorophenyl-4-p-fiuorophenyl-1-methyl-4-
piperidinol maleate

To a solution of 13.13 g of 4-bromofluorobenzene in
120 ml of dry ether at — 15° under nitrogen was added
34.09 ml of 2.2 M n-butyllithium in hexane. The result-
ing solution was stirred for 15 minutes at — 15° and then
warmed to room temperature. To this solution was
added dropwise with stirring under nitrogen a solution
of 6.22 g of 3-o-fluorophenyl-1-methyl-4-piperidone in
60 ml of dry ether. The resulting solution was stirred for 135
4 hours at room temperature, diluted with 250 ml of
water and extracted with ether (2 X250 ml). The com-
bined extracts were dried over anhydrous sodium sul-
fate and evaporated in vacuo to afford 11.38 g of solid.
This material was chromatographed on 300 g silica gel
using first acetone and then 25% methanol/acetone.
The less polar trans isomer, which eluted with acetone,
was contained in two fractions. The first of these frac-
tions also contained some non-polar by-products. The
second fraction was pure trans alcohol. This latter frac- ;s
tion was evaporated in vacuo to give 0.47 g (5.2%) of an
oil, which crystallized on standing. This material was
dissolved in 10 ml of ether and 1 ml of absolute ethanol
and treated with 0.2 g of maleic acid dissolved in 5 ml of
ether and 2 ml of absolute ethanol. After stirring for 15 34
minutes, the salt was filtered, washed with ether, and
dried to give 0.41 g (3.3%) of crystalline solid, m.p. s
191, 195°-197° (with bubbling). Recrystallization from
ethanol afforded 0.29 g (2.3%) of crystals, m.p. s 197,
204°-205.5° (with bubbling).

ANALYSIS: Calculated for CigsH19F2NO.CsH10.4:
63.00%C; 5.53%H; 3.34%N; Found: 62.82%C;
5.54%H; 3.209% N.
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EXAMPLE 19

cis-1,2,3,4,4a,9b-Hexahydro-4a-(4-methoxyphenyl)-2-
benzofuro(3,2-c]pyridine hydrochloride

40

A suspension of 10.60 g of an approximately 80:20
mixture of cis-3-(2-fluoropheny!)-4-(4-methoxyphenyl)-
l-methyl-4-piperidinol and  4-(5-bromo-2-methoxy-
phenyl)-3-(2-fluorophenyl)-1-methyl-4-piperidinol and
1.23 g of sodium hydride in 65 ml of dry benzene was
heated almost to reflux under nitrogen and then 65 mli of
dry dimethylformamide was added. The reaction mix-
ture was heated at reflux for 24 hours. The cooled reac-
tion mixture was poured into 400 ml of water and ex-
tracted with ether (2 X250 ml). The combined extracts
were washed with water (3 X250 ml), dried over anhy-
drous Na;SO4 and evaporated in vacuo to afford 10.26
g of an oil.

This material was chromatographed on 375 g of silica
gel using first acetone and then 25% of MeOH/acetone
as eluants. cis-1,2,3,4,4a,9b-hexahydro-4a-(4-methoxy-
phenyl)-2-methyl-benzofuro[3,2-c]pyridine eluted first
followed by fractions enriched in cis-4a(5-bromo-2-
methoxyphenyl)-1,2,3,4,4a-9b-hexahydro-2-methyl-
benzofuro{3,2-c]pyridine. The fractions containing the
former compound were combined and evaporated in
vacuo to provide 7.22 g (72.75%) of an oil.

A 2.95 g portion of this material was dissolved in 50
ml of ether and 3 ml of absolute ethanol and treated
with 20 ml of ether saturated with HClL After stirring
for 4 hour, the precipitated salt was filtered, washed
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with ether, and dried at 50° to afford 2.94 g (64.5%) of
crystalline solid, m.p. s 262.5, 263.5°-264.5° (with bub-
bling). Recrystallization from ethanol gave 254 g
(55.7%) of crystals, m.p. s 255, 258°-259.5° (with bub-
bling).

ANALYSIS: Calculated for CijgH2»NO2.HCI:
68.77%C: 6.68H; 4.22N; Found: 68.5%C; 6.609%H,;
4.129 N.

EXAMPLE 20

cis-3-o-Fluorophenyl-4-o-methoxyphenyl-1-methyi-4-
piperidinol

To a solution of 23.38 g of o-bromoanisole 1n 200 ml
of anhydrous ether at —15° under nitrogen was added
56.82 ml of 2.2 M n-butyllithium in hexane. The result-
ing solution was stirred for 15 minutes at — 15" and then
warmed to room temperature. To this solution was
added dropwise with stirring under nitrogen a solution
of 10.36 g of 3-o-fluorophenyl-1-methyl-4-piperidone in
100 ml of dry ether. The resultant solution was stirred
for 3% hours at room temperature, diluted with 400 ml
of water, and extracted with ether (2400 ml). The
combined extracts were dried over anhydrous Na>SOy4
and evaporated in vacuo to give 17.74 g of an oil. This
material was chromatographed on 450 g of silica gel
using first acetone and then 25% MeOH/acetone as
eluant. The pure fractions were combined and evapo-
rated in vacuo to afford 6.90 g of crystalline solid. An
additional 3.82 g of material, which was product alco-
hol contaminated by some polar by-products, was ob-
tained as a solid foam by further elution. Total crude
yield: 10.72 g (68.0%). The 6.90 g of pure materal was
recrystallized from hexane to afford 5.63 g (55.5%) of
crystals, m.p. s 91, 93°-94.5°,

ANALYSIS: Calculated for Ci9H22FNO»: 72.369:C;
7.039%H;: 4.44%N; Found: 72.11%C,; 6.929%H, 4.329% N.

EXAMPLE 21

cis-1,2,3,4,4a,9b-Hexahydro-4a-(2-methoxyphenyl)-2-
methyl-benzofuro[3,2-c]-pyridine

A suspension of 5.05 of cis-3o-fluorophenyl-4-o-
methoxyphenyl-1-methyl-4-piperidinol and 0.614 g of
sodium hydride in 32 ml of dry benzene was heated
almost to reflux under nitrogen, and then 32 ml of dry
dimethylformamide was added. The reaction mixture
was heated at reflux for 1 hour (initially considerable
foaming took place, and the heating mantle had to be
raised and lowered to control it). The cooled reaction
mixture was poured into 200 ml of water and extracted
with ether (2125 ml). The combined extracts were
washed with water (3 X125 ml), dried over anhydrous
Na;SQy4, and evaporated in vacuo to give 4.56 g
(96.5%) of crystalline solid, m.p. s 140, 147°14 150°.
Recrystallization from hexane afforded 3.94 g (83.4%)
of colorless crystals, m.p. s 147, 150°-151.5°.

ANALYSIS: Calculated for CioH>1NO3: 77.269%C;
7.17%H; 4.749:N; Found: 77.22%C,; 7.24%H; 4.68% N.

EXAMPLE 22

cis-4a-(4-Fluorophenyl)-1,2,3,4,4a,9b-hexahydro-2-
methyl-benzofuro[3,2-c]pyridine hydrochloride

A suspension of 0.468 g of sodium hydride and 3.70 g
of cis-3-o-fluorophenyl-4-p-fluorophenyl-1-methyl-4-
piperidinol in 25 ml of dry benzene was heated almost to
reflux under nitrogen and 25 ml of dry dimethylform-
amide was added. The reaction mixture was heated at
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reflux for 1 hour, diluted for 150 ml of water, and ex-
tracted with ether (2 X 100 ml). The combined extracts
were washed with water (2 X 100 ml), dried over anhy-
drous Na>SQOy4, and evaporated in vacuo to give 3.38 g
(97.8%) of an oil. This material was dissolved i 50 ml 5
of ether and treated with 20 ml of ether saturated with
HCI. After stirring for 15 minutes, the solvent was re-
moved in vacuo. The precipitated salt was triturated
with ether, filtered, and dried to afford 3.45 g (88.4%)
of crystalline solid, m.p. s 233, 243°-246°, Recrystalliza- 10
tion from ethanol/ether gave 2.58 g (66.1%) of crystal-
line solid, m.p. s 247, 251°-233".

ANALYSIS: Calculated for CisHjsFNO.HCI:
67.60%C; 5.99%H; 4.389%N; Found: 67.51%C;
5.979%H; 4.339%N. 15

EXAMPLE 23

(a)

cis-3-o-Fluorophenyl-1-methyl-4-p-tolyl-4-piperidinol

: 20
To a solution of 17.10 g of 4-bromotoluene in 160 mi

of dry ether at — 15° under nitrogen was added 45.45 ml
of 2.2 M n-butyllithium in hexane. The resulting solu-
tion was stirred for 15 minutes at —15° and then
warmed to room temperature. To this solution was ,.
added dropwise with stirring under nitrogen a solution
of 8.29 g of 3-o-fluorophenyl-1-methyl-4-piperidone iIn
80 m! of dry ether. The resulting solution was stirred for
3 hours at room temperature, diluted with 325 ml of
water, and extracted with ether (2 X300 ml). The com-
bined extracts were extracted with 2N HCI (2 X 150 ml).
The organic layer was discarded after TLC analysis.
The aqueous acidic extracts were cooled to 0°, basified
with 50% aqueous NaOH, and extracted with ether
(2300 ml). The combined extracts were dried over ;.
anhydrous Na>SQ4 and evaporated in vacuo to give
11.41 g (95.3%) of crystalline solid, m.p. s 57, 65°-70".
Recrystallization from cyclohexane afforded 6.95 g
(58.0%) of crystalline solid, m.p. s 132, 136°-137.5".
ANALYSIS: Calculated for Ci19H22FNO: 76.22%C,

30

40
7.419%H: 4.689:N: Found: 76.34%C: 7.389:H; 4.219%N.
(b)
trans-3-o-Fluorophenyl-1-methyl-4-p-tolyl-4-
piperidinol
45

The mother liquors obtained from the procedure
described above were evaporated in vacuo and then
chromatographed on 150 g of silica gel using acetone as
eluant. The fractions enriched in trans alcohol were
combined and evaporated in vacuo to give 2.20 g &,
(18.4%) of crystalline solid, m.p. 97, s 107°-111°. Re-
crystallization from cyclohexane afforded 1.30 g
(10.9%) of pure trans alcohol as crystals, m.p. s 120,
122°-123.5°.

ANALYSIS: Calculated for CigH22FNO: 76.22%C;

55
7.419%H: 4.68% N: Found: 76.33%C; 7.43%H; 4.56% N.
EXAMPLE 24
cis-1,2,3,4,4a,9b-Hexahydro-2-methyl-4a-(4-tolyl)-ben-
zofuro{3,2-c]pyridine hydrochloride 60

A suspension of 3.74 g of cis-3-o-fluorophenyl-1-
methyl-4-p-tolyl-4-piperidinol and 0.48 g of sodium
hydride in 25 ml of dry benzene was heated almost to
reflux under nitrogen and then 25 ml of dry dimethyl-
formamide was added. The reaction mixture was heated 65
at reflux for 1 hour, diluted with 150 ml of water, and
extracted with ether (2 X100 ml). The combined ex-
tracts were washed with water (3 X 100 ml), dried over

22

anhydrous Na>SQy4, and evaporated in vacuo to give
3.29 g (94.2%) of an oil. |

This material was dissolved in 50 ml of ether and
treated with 20 ml of ether saturated with HCIL. After
stirring for 15 minutes, the salt was filtered, washed
with ether, and dried to provide 3.38 g (89.6%) of crys-
talline solid, m.p. s 276, 278°-280° (with bubbling). Re-
crystallization from ethanol afforded 2.98 g (75.5%) of
crystals, m.p. s 281, 284°-286° C. (with bubbling).

ANALYSIS: Calculated for CioHyiNO.HCI:
72.25%C; 7.029%H; 4.449%N; Found: 72.28%C;
7.049%H; 4.359%N.

EXAMPLE 25

(a)
cis-3-o-Fluorophenyl-4-m-methoxyphenyl-1-methyl-4-
piperidinol

To a solution of 1.40 g of m-bromoanisole in 12.5 ml
of dry tetrahydrofuran at —60° under nitrogen was
added dropwise 3.41 ml of 2.2 M n-butyllithium in hex-
ane. The resulting suspension was stirred for 2 hours at
—50° to —60° after which a solution of 0.622 g of 3-o-
fluorophenyl-1-methyl-4-piperidone in 7.5 ml of dry
tetrahydrofuran was added dropwise with stirring. The
temperature was maintained at —50° to —60° for 1
hour. The dry ice bath was then removed, and the tem-
perature allowed to rise to room temperature. After
stirring for 13 hour at room temperature, the reaction
mixture was poured into 25 ml of water and extracted
with ether (225 ml). The combined organic layers
were extracted with 2N hydrochloric acid (2 12.5 ml).
The organic layer was shown by TLC to contain only
non-polar by-products and was, therefore, discarded.
The aqueous acidic extracts were cooled to 0° and bast-
fied with 50% aqueous NaOH and extracted with Et,O
(225 ml). The combined extracts were dried over
anhydrous Na;SO4 and evaporated in vacuo to give
0.85 g (89.8%) of crystalline solid, m.p. s 105, 119°-122°,
Recrystallization from cyclohexane afforded 0.62 g
(65.5%) of crystalline solid, m.p. s 125, 131.5°-132.5°,

ANALYSIS: Calculated for Ci9H22FNO»: 72.36%C;
7.039%H; 4.44%N; Found: 72.53%C,; 7.03%H; 4.169N.

(b)
trans-3-o-Fluorophenyl-4-m-methoxyphenyl-1-methyl-
4-piperidinol

To a solution of 14.03 g of m-bromoanisole in 120 ml
of dry tetrahydrofuran at —60° under nitrogen was
added dropwise with stirring over 10 minutes 34.1 ml of
2.2 M n-butyllithium in hexane. The resulting suspen-
sion was stirred for 2 hours at —50° to —60° after which
a solution of 6.22 g of 3-o-fluorophenyl-1-methyl-4-
piperidone in 60 ml of dry tetrahydrofuran was added
dropwise with stirring. The temperature was main-
tained at —50° to —60° for 1 hour. The dry ice bath was
removed, and the temperature was allowed to rise to
room temperature. After stirring at room temperature
for 2 hours, the reaction mixture was diluted with 250
ml of water and extracted with ether (2 X250 ml). The
combined organic layers were extracted with 2N HCI
(2 X125 ml). The organic layer was shown by TLC to
contain only non-polar by-products and was, therefore,
discarded.

The aqueous acidic extracts were cooled to 0°, basi-
fied with 50% aqueous NaOH and extracted with di-
chloromethane (2X250 ml). The combined extracts
were dried over anhydrous Na>SO4 and evaporated 1n
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vacuo to afford 9.25 g (97.8%) of crystalline solid, m.p.
s 105, 124°-128°, Recrystallization from cyclohexane
gave 7.32 g (77.4%) of pure cis alcohol as a crystalline
solid, m.p. s 125, 131°-132.5°,

The mother liquors from the recrystallization were 35

combined with those from the other smaller experiment
described above (0.003 mole scale) to provide 1.74 g of
a gum. This material was chromatographed on 65 g

silica gel using acetone as eluant. The fractions enriched
the less polar trans alcohol were combined and evapo- g
rated in vacuo to give 0.52 g (5.0%) of an an o1l which
crystallized on standing. Recrystallization from isopro-
panol afforded 0.20 g (1.9%) of crystals, m.p. s 130,
140°-141°,

ANALYSIS: Calculated for C1oH22FNQO3: 72.36%C; 4
7.039H; 4.449N; Found: 72.29%C; 6.639%H; 4.40% N.

EXAMPLE 26

cis-1,2,3,4,4a,9b-Hexahydro-4a-(3-methoxyphenyl)-2-

methyl-benzofuro-[3,2-c]pyridine hydrochloride 50

A suspension of 7.41 g of cis-3-o-fluorophenyl-4-m-
methoxyphenyl-1-methyl-4-piperidinol and 0.90 g of
sodium hydride in 47 ml of dry benzene was heated
almost to reflux under nitrogen and then 47 ml of dry
dimethylformamide was added. The reaction mixture 25
was heated at reflux for 1 hour, diluted with 300 ml of
water and extracted with ether (2200 ml). The com-
bined extracts were washed with water (3 X200 ml),
dried over anhydrous Na>SQy, and evaporated in vacuo
to afford 7.37 g (100+ %) of an oil.

A 2.95 g portion of this material was dissolved in 50
ml of ether and treated with 20 ml of ether saturated
with hydrogen chloride. After stirring for 15 minuies,
the precipitated salt was filtered, washed with ether,
and dried to provide 3.00 g (90.4%) of crystalline solid,
m.p. s 247, 250°-254° (with bubbling). Recrystallization
from ethanol gave 2.54 g (76.5%) of crystals, m.p. s 247,
251°-253° (with bubbling).

ANALYSIS: Calculated for Ci9H>NO>.HCI:
68.77%C; 6.68%H: 4.229%N; Found: 68.90%C;
6.799 H; 4.169% N.

EXAMPLE 27

| (a)
cis-3-o-Fluorophenyl-1-methyl-4-m-tolyl-4-piperidinol

30
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To a solution of 10.69 g of m-bromotoluene in 100 ml
of dry tetrahydrofuran at —60° under nitrogen was
added dropwise with stirring over 10 minutes 28.41 ml
of 2.2 M n-butyllithium 1n hexane. The resulting suspen-
sion was stirred for 2 hours at — 50° to — 60° after which
a solution of 5.18 g of 3-o-fluorophenyl-l1-methyl-4-
piperidone in 50 ml of dry tetrahydrofuran was added
dropwise with stirring. The temperature was main-
taimned at —30° to —60° for 1 hour. The dry ice bath was
removed, and the temperature was allowed to rise to
room temperature. After stirring at room temperature
for 2 hours, the reaction mixture was diluted with 200
ml of water and extracted with ether (2200 ml). The
combined organic layers were extracted with 2IN HCIl
(2100 ml). The organic layer was shown by TLC to
contain only non-polar by-products and was, therefore,
discarded. .

The aqueous acidic extracts were cooled to 0°, basi-
fied with 50% aqueous NaOH, and extracted with di-
chloromethane (2X200 ml). The combined extracts
were dried over anhydrous Na;SOy4 and evaporated 1in
vacuo to give 7.62 g (100+ %) of crystalline solid, m.p.
s 100, 130°-136°. Recrystallization from cyclohexane
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afforded 4.92 g (65.79%) of colorless crystalline solid,
m.p. s 142, 146°-148°. |
ANALYSIS: Calculated for CigH»»FNO: 76.22%C;
7.419%H: 4.68%N: Found: 76.20%C; 7.55%H; 4.51%N.

(b)
trans-3-o-Fluorophenyl-1-methyl-4-m-tolyl-4-
piperidinol

The mother liquors obtained from the procedure

described above were chromatographed on 45 g of
silica gel using acetone as eluant. The fractions enriched
in the trans alcohol (which eluted first) were combined
and evaporated in vacuo to afford 0.46 g (6.1%) of an
oil. A 0.37 g portion of the above material was dissolved
in 10 ml of ether and 1 ml of absolute ethanol and
treated with a solution of 0.18 g of maleic acid dissolved
in 5 ml of ether and 2 ml of absolute ethanol. After the
addition was complete, crystallization started very
slowly. The mixture was stirred for 15 minutes and then
allowed to stand overnight at room temperature. After
cooling to 0° the precipitated salt was filtered, washed
with ether, and dried to afford 0.26 g (3.19%) of crystals,
m.p. s 136, 138°-140°.

ANALYSIS: Calculated for CioH:2FNO.CsH404:
66.49%C; 6.319H; 3.37%N; Found: 66.17%C;
6.26%H; 3.33%N.

EXAMPLE 28

cis-1,2,3,4,4a,9b-Hexahydro-2-methyl-4a-(3-tolyl)-ben-
zofuro[3,2-c]pyridine hydrochloride

A suspension of 4.49 g of cis-3-o-fluorophenyl-1-
methyl-4-m-tolyl-4-piperidinol and 0.576 g of sodium
hydride in 30 ml of dry benzene was heated almost to
reflux under nitrogen and then 30 ml of dry dimethyl-
formamide was added. The reaction mixture was heated
at reflux for 7 hours, diluted with 175 ml of water, and
extracted with ether (2x 125 ml). The combined ex-
tracts were dried over anhydrous Na;S0O4 and evapo-
rated in vacuo to give 4.25 g (100+%) of an oll.

This material was dissolved in 60 ml of ether and
treated with 25 ml of ether saturated with HCI. After
stirring for 30 minutes, the precipitated salt was filtered,
washed with ether, and dried to provide 4.31 g (91.0%)
of crystalline solid, m.p. s 259, 275°-278" (with bub-
bling). Recrystallization from ethanol afforded 3.92 g
(82.7%) of colorless crystals, m.p. s 269, 279°-281.5°
(with bubbling).

ANALYSIS: Calculated for Ci9H> 1 INO.HCI:
72.25%C; 7.02%H; 4.44%N; Found: 72.07%; 7.23%H,;
4.359% N.

EXAMPLE 29

cis-4-o0-Chlorophenyl-3-o-fluorophenyl-1-methyl-4-
piperidinol

To a solution of 1.44 g of 2-bromochlorobenzene in
12.5 ml of dry tetrahydrofuran at —60° under nitrogen
was added dropwise with stirring over 5 minutes 3.41
ml of 2.2 M n-butyllithium in hexane. The resulting
solution was stirred for 2 hours at —60° after which a
solution of 0.622 g of 3-o-fluorophenyl-1-methyl-4-
piperidone in 7.5 ml of dry tetrahydrofuran was added
dropwise with stirring. The temperature was main-
tained at —60° for 1 hour. The dry ice bath was re-
moved, and the temperature was allowed to rise to
room temperature. After stirring for 2 hours at room
temperature, the reaction mixture was diluted with 25
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ml of water and extracted with ether (2X25 ml). The
combined organic layers were extracted with 2N HCl
(2 12.5 ml). The organic layer was shown by TLC to
contain only non-polar by-products and was, therefore,
discarded.

The aqueous acidic extracts were cooled to 0°, basi-
fied with 50% aqueous NaOH, and extracted with di-
chloromethane (2 X 25 ml). The combined extracts were
dried over anhydrous Na;S04 and evaporated in vacuo
to afford 0.81 g (84.4%) of solid. Recrystallization from
cyclohexane gave 0.22 g (22.9%) of crystalline solid,
mp. s 115, 123°-125°,

ANALYSIS: Calculated for Ci1gH19CIEFNO: 67.60%;
5.99%H,; 4.38%N; Found: 67.61%C,; 5.949%H; 4.319%N.

EXAMPLE 30

cis-4a-(2-Chlorophenyl)-1,2,3,4,4a,9b-hexahydro-2-
methyl-benzofuro[3,2-c]-pyridine hydrochloride

A suspension of 1.92 g of cis-4-o-chlorophenyl-3-o-
fluorophenyl-1-methyl-4-piperidinol and 0.23 g of so-
dium hydride in 12 ml of dry benzene was heated almost
to reflux under nitrogen and then 12 ml of dry dimethyl-
formamide was added. The resulting mixture was
heated at reflux for 1 hour, diluted with 75 ml of water,
and extracted with ether (2X50 ml). The combined
extracts were washed with water (3 X 50 ml), dried over
anhydrous NajSOy4, and evaporated in vacuo to give
1.50 g (83.4%) of a gum.

This material was dissolved in 30 ml of ether and
treated with 15 ml of ether saturated with HCIl. After
stirring for 30 minutes, the precipitated salt was filtered,
washed with ether, and dried to provide 1.51 g (74.8%)
of crystalline solid. Recrystallization from isopropanol
afforded 1.08 g (53.5%) of crystalline solid, m.p. s 250,
258°-259.5°,

ANALYSIS: C(Calculated for
64.29%C; 5.709%H; 4.179%N; Found:
5.739%H,; 3.97%N.

EXAMPLE 31
cis-3-o-Fluorophenyl-1-methyl-4-o-tolyl-4-piperidinol

Ci1sN1sCINO.HCI:
63.89%C;

To a solution of 12.83 g of 2-bromotoluene in 120 ml
of dry tetrahydrofuran at —60° under nitrogen was
added dropwise over 20 minutes 34.1 mi of 2.2 M n-
butyllithium in hexane. The resulting suspension was
stirred for 2 hours at —50° to —60° after which a solu-
tion of 6.22 g of 3-o-fluorophenyl-1-methyl-4-piperi-
done in 60 ml of dry tetrahydrofuran was added drop-
wise with stirring. The temperature was maintained at
—50° to —60° for & hour, allowed to warm to room
temperature, and then stirred at room temperature
overnight.

The reaction mixture was poured into 250 ml of water
and extracted with ether (2 X250 ml). The combined
organic layers were extracted with 2N HCI (2 X 125 ml).
The organic laver was shown by TLC to contain only
non-polar by-products and was, therefore, discarded.

The aqueous acidic extracts were cooled to 0°, basi-
fied with 50% aqueous NaOH, and extracted with di-
chloromethane (2X250 ml). The combined extracts
were dried over anhydrous Na;SO4 and evaporated in
vacuo to provide 8.51 g (94.8%) of crystalline solid.
Recrystallization from cyclohexane afforded 5.98 g
(66.6%) of crystals, m.p. s 121, 143°-144.5",

ANALYSIS: Calculated for CioH>»FNQO: 76.22%C;
7.41%H: 4.689%N; Found: 76.13%C,; 7.43%H; 4.68% N.
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EXAMPLE 32

cis-1,2,3,4,4a,95-Hexahydro-4a-(4-hydroxyphenyl)-2-
| methyl-benzofuro[3,2-c]-pyridine

A mixture of 3.46 g of cis-1,2,3,4,4a,9b-hexahydro-4a-
(4-methoxyphenyl)-2-methyl-benzofuro[3,2-c]pyridine
and 3.57 g of hithium thiomethoxide in 30 ml of dry
hexamethylphosphoramide was heated under a drying
tube at 140° for 44 hours. The reaction mixture was
diluted with 350 ml of water, and the pH was adjusted
to 7 by slow addition of 2N HCI with stirring. As the
pH reached neutral, the product precipitated out. The
mixture was cooled to 0° and stirred for 30 minutes. The
precipitated material was filtered, washed with water
and then with a small amount of ether, and dried to give
2.77 g (84.2%) of crystalline sohid, m.p. s 209, 215°~217°,
Recrystallization from ethanol afforded 2.33 g (70.8%)
of crystals, m.p. s 215, 222°-224",

ANALYSIS: Calculated for CigH19NO»: 76.84%C;
6.81%H; 4.98%N; Found: 76.67%C; 6.90%H; 4.95%N.

EXAMPLE 33

(a)
cis-3-o-fluorophenyl-4-m-fluorophenyl-1-methyl-4-
piperidinol

To a solution of 13.13 g of 3-bromofluorobenzene in
120 m! of dry tetrahydrofuran at —60° under nitrogen
was added dropwise with stirring over 20 minutes 34.1
ml of 2.2 M n-butyllithium in hexane. The resulting
solution was stirred for 2 hours at —50° to —60° after
which a solution of 6.22 g of 3-o-fluorophenyl-1-meth-
yl-4-piperidone in 60 ml of dry tetrahydrofuran was
added. The reaction mixture was stirred for 45 minutes
at —50° to —60° and then poured into 250 ml of water-
and extracted with ether (2 X250 mli). The combined
organic layers were extracted with 2N HCI (2 125 ml).
The organic layer was shown by TLC to contain only
non-polar by-products and was, therefore, discarded.

The aqueous acidic extracts were cooled to 0°, basi-
fied with 50% aqueous NaOH, and extracted with di-
chloromethane (2250 ml). The combined extracts
were dried over anhydrous Na>SO4 and evaporated in
vacuo to afford 8.55 g (94.0%) of crystalline solid. Re-
crystallization from cyclohexane gave 7.35 g (80.8%) of
crystalline solid, m.p. s 167, 174°-175.5°,

ANALYSIS: Calculated for Ci1gH19F2NO: 71.27%C,;
6.31%H; 4.62%N; Found: 71.39%C; 6.41%H; 4.38% N.

(b)
trans-3-o-Fluorophenyl-4-m-fluorophenyl-1-methyl-4-
piperidinol maleate

The mother liquors obtained from the procedure
described above were chromatographed on 40 g of
silica gel using acetone as eluant. The fractions enriched
in trans alcohol were combined and evaporated in
vacuo to give 0.34 g (3.7%) of a gum. This material was
dissolved in 10 ml of ether and 1| ml of absolute ethanol
and treated with 0.15 g of maleic acid dissolved in 5 ml
of ether and 1.5 ml of absolute ethanol. The salt did not
crystallize out right away. After stirring for 1 hour a
small amount of the material was cooled and scratched
whereupon crystallization occurred. This material was
used to seed the rest of the mixture. After 30 minutes of
additional stirring, the mixture was cooled, filtered,
washed with ether, and dried to afford 0.27 g (2.1%) of
crystalline solid, m.p. s 168, 171.5°-173" (with bub-
bling).
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ANALYSIS: Calculated for CigsHi1oFaNO C4H404:
63.009%C; 5.539%H; 3.349%N; Found: 63.03%C;
5.61%H: 3.249%N.

EXAMPLE 34

cis-1,2,3,4,4a,9b-Hexahydro-2-methyl-4a-(2-tolyl)-ben-
zofuro{3,2-c]pyridine hydrochloride

A suspension of 3.59 g of cis-3-o-fluorophenyl-1-
methyl-4-o-tolyl-4-piperidinol and 0.461 g of sodium
hydride in 24 ml of dry benzene was heated almost to
reflux under nitrogen and then 24 ml of dry dimethyl-
formamide was added. The reaction mixture was heated
at reflux for 1 hour, diluted with 150 ml of water, and
extracted with ether (23X 100 ml). The combined ex-
tracts were washed with water (3 X 100 ml), dried over
anhydrous Na>SQ4, and evaporated in vacuo to afford
3.00 g (89.5%) of a gum.

This material was dissolved in 50 ml of ether and
treated with 20 ml of ether saturated with HCl. After
stirring for 30 minutes, the precipitated salt was filtered,
washed with ether, and dried to give 3.03 g (79.9%) of
crystalline solid, m.p. s~170, 233°-240° (with bub-
bling). Recrystallization from isopropanol afforded 2.16
g (57.09%) of crystals, m.p. s 258, 262.5°-264" (with
bubbling).

ANALYSIS: Calculated for
72.25%C; 7.029%:H; 4.449%N; Found:
6.97%H; 4.349% N.

EXAMPLE 35

cis-4a-(3-Fluorophenyl)-1,2,3,4,4a,9b-hexahydro-2-
methyl-benzofuro|3,2-c]pyridine hydrochloride
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Ci19H 1 NO.HCI:
71.949%C;
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A mixture of 6.37 g of cis-3-o-fluorophenyl-4-m-
fluorophenyl-1-methyl-4-piperidinol and 0.81 g of so-
dium hydride in 42 ml of dry benzene was heated almost
to reflux under nitrogen and then 42 ml of dry dimethyl-
formamide was added. The resulting mixture was
heated at reflux for 1 hour, diluted with 275 ml of water,
and extracted with ether (2175 ml). The combined
extracts were washed with water (3 X175 ml), dried
over anhydrous Na>SO4, and evaporated in vacuo to
provide 6.02 g (100+ %) of an oil.

This material was dissolved in 100 ml of dry ether and
treated with 35 ml of ether saturated with HCl. After
stirring for 15 minutes, the precipitated salt was filtered,
washed with ether, and dried to afford 6.20 g (92.3%) of
crystalline solid, m.p. s 255, 262°-267° (with bubbling).
Recrystallization from ethanol gave 5.36 g (79.8%) of
crystals, m.p. s 267, 274°-276° (with bubbling).

ANALYSIS: Calculated for CisHigFNO.HCI:
67.60%C; 5.99%H; 4.38%N; Found: 67.54%C,
6.10%H:; 4.269% N. |

EXAMPLE 36

(a)
cis-4-p-Chlorophenyl-3-o-fluorophenyl-1-methyl-4-
piperidinol -
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To a solutton of 14.36 g of 4-bromochlorobenzene in
120 ml of dry tetrahydrofuran was added dropwise with
stirring at —60° under nitrogen 34.1 ml of 2.2 M n-
butyllithium in hexane. The resulting suspension was
stirred for 2 hours at — 60° after which a solution of 6.22
g of 3-o-fluorophenyl-1-methyl-4-piperidone 1n 60 mi of
dry tetrahydrofuran was added dropwise with stirring 65
maintaining the temperature beiween —50° and —60°.
After the addition was complete, the temperature was
maintained at —50° to —60° for 1 hour and then

60

- (82.3%) of crystals, m.p. s 275,
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warmed to room temperature. The reaction mixture
was stirred at room temperature for 1 hour, diluted with
250 ml of water, and extracted with ether (2:X250 ml).
The combined organic layers were extracted with 2N
HC1 (2 x 125 ml). The organic layer was shown by TLC
to contain only non-polar by-products and was, there-
fore, discarded.

The aqueous acidic extracts were cooled to 0°, basi-
fied with 50% aqueous NaOH, and extracted with di-
chloromethane (2250 ml). The combined extracts
were dried over anhydrous Na;SO4 and evaporated in
vacuo to afford 8.95 g (93.3%) of crystalline solid. Re-
crystallization from cyclohexane gave 6.35 g (66.2%) of
crystals, m.p. s 150, 158°-160°.

ANALYSIS: Calculated for
67.60%C; 5.999H; 4.389%N; Found:
5.999% H: 4.299% N.

Ci1sH19CIFNO:
67.53%C;

(b)
trans-4-p-Chlorophenyl-3-o-fluorophenyl-1-methyl-4-
piperidinol maleate

The mother liquors obtained from the procedure
described above were chromatographed on 40 g of
silica gel using acetone as eluant. The fractions enriched
in the trans alcohol (which eluted before the cis alcohol)
were combined and evaporated in vacuo to give 0.28 g
(2.9%) of an oil. This material was dissolved in 10 ml of
ether and 1 ml of absolute ethanol and treated with a
solution of 0.12 g of maleic acid dissolved in 5 ml of
ether and 1 ml of absclute ethanol. After the addition
was complete, the mixture was stirred for 1 hour and
filtered. The precipitated salt was washed with ether
and dried to afford 0.26 g (2.0%) of crystalline solid,
m.p. s 200, 202°-203° (with bubbling).

ANALYSIS: Calculated for Ci1gH19CIFNO.C4H404:
60.629%C: 5.329%H; 3.219N; Found: 60.429%(,;
5.549%H; 3.089% N.

EXAMPLE 37

cis-4a-(4-Chlorophenyl)-1,2,3,4,4a,9b-hexahydro-2-
methyl-benzofuro[3,2-c]-pyridine hydrochloride

A mixture of 4.00 g of cis-4-p-chlorophenyl-3-o0-
fluorophenyl-1-methyl-4-piperidinol and 0.48 g of so-
dium hydride in 25 ml of dry benzene was heated almost
to reflux under nitrogen and then 25 ml of dry dimethyl-
formamide was added. The resulting mixture was
heated at reflux for 1 hour. The cooled reaction mixture
was diluted with 150 ml of water and extracted with
ether (2 X 100 ml). The combined extracts were washed
with water (3 <X 100 ml), dried over anhydrous Na>50y,
and evaporated in vacuo to provide 3.78 g of an oil.

This material was dissolved in 50 ml of ether and
treated with 20 ml of ether saturated with HCI. After
stirring for 15 minutes the precipitated salt was filtered,
washed with ether, and dried to give 3.87 g (92.1%) of
crystalline solid, m.p. s 272, 277.5°-281° (with bub-
bling). Recrystallization from ethanol afforded 3.46 g
282°-284° (with bub-

bling).

ANALYSIS: Calculated for CjgH;3CINO.HCI:
64.299%C; 5.70%H; 4.17%N; Found: 64.349C;
5.70%H; 4.169- M.

EXAMPLE 38

cis-3-o-Fluorophenyl-4-(2-furyl)-1-methyl-4-piperidinol

To a solution of 53.11 g of furan in 120 ml of dry tetra-
hydrofuran at —25° under nitrogen was added drop-
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wise with stirring over 30 minutes 34.1 ml of 2.2 M

n-butyllithtium in hexane. The resulting solution was
stirred for 2 hours at — 10° to — 15° after which a solu-
tion of 6.22 g of 3-o-fluorophenyl-1-methyl-4-piperi-
done in 60 ml of dry tetrahydrofuran was added drop-
wise at — 15°, The bath was removed and the mixture
allowed to gradually warm to room temperature. After
stirring for 2 hours at room temperature, the reaction
mixture was diluted with 250 ml of water and extracted
with ether (2 X250 ml). The combined organic layers
were washed with water (2 X250 ml), dried over anhy-
drous Na>SQOy4, and evaporated 1n vacuo to give 8.37 g
of solid. Recrystallization from cyclohexane afforded
6.61 g (80.09%) of crystals, m.p. s 120, 134.5°-137",
ANALYSIS: Calculated for Ci1gH1sFNO»: 69.80%C;
6.599%H: 5.099%N: Found: 69.85%C; 6.599%H; 4.97%N.

EXAMPLE 39

cis-4a-(3-Fluorophenyl)-1,2,3,4,4a,9b-hexahydro-ben-
zofuro|3,2-c]pyridine maleate

To a stirred solution of 2.77 g of cis-4a-(3-fluoro-
phenyl)-1,2,3,4,4a,9b-hexahydro-2-methyl-ben-
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zofuro[3,2-c]pyridine in 25 ml of dry benzene were

added 2.03 g of anhydrous K2COj3 and 1.59 g of ethyl
chloroformate. The resulting mixture was heated at
reflux under nitrogen for 233 hours. The cooled reac-
tion mixture was poured into 50 ml of water and ex-
tracted with ether (250 ml). The combined extracts
were washed with 2N HCI (2 X 10 ml) of brine, dried
over anhydrous Na>SQ4, and evaporated in vacuo to
give 3.05 g (91.4%) of the ethyl carbamate as an oil.
A mixture of 3.04 g of cis-2-ethoxycarbonyl-4a-(3-
fluorophenyl)-1,2,3,4,4a,9b-hexahydro-benzofuro|3,2-
cjpyridine from above, 36 ml of absolute ethanol, and 24
m1i of 209% aqueous NaOH solution, was heated at reflux
under nitrogen for 29 hours. Most of the ethanol was

removed in vacuo. The residue was diluted with 50 ml
of water and extracted with dichloromethane (2 X 60
ml). The combined extracts were dried over anhydrous
Na;SO4and evaporated in vacuo to provide 2.48 g of an
oil.

This material was dissolved in 50 ml of ether and
treated with a solution of 1.16 g of maleic actd dissolved
in 15 ml of ether and 5 ml of absolute ethanol. After the
addition was complete, the mixture was stirred at room
temperature for 20 minutes. The precipitated salt was
filtered, washed with ether and dried to afford 2.74 g
(79.9%) of crystalline solid, m.p. s 157, 158.5°-160°
(with bubbling). Recrystallizatin from ethanol gave 2.19
g (63.9%) of crystalline solid, m.p. s 157, 158.5°~160"
(with bubbling.

ANALYSIS: Calculated for Cij7H;6FNO.C4H40O4:
65.44%C; 5.23%H; 3.639N; Found: 65.22%¢C;
5.239%H; 3.589%N.

EXAMPLE 40

cis-4a-(2-Furyl)-1,2,3,4,4a,9b-hexahydro-2-methyl-ben-
zofuro[3,2-c]pyridine hydrochloride

A mixture of 4.96 g of cis-3-o-fluorophenyl-4-(2-
furyl)-1-methyl-4-piperidinol and 0.69 g of sodium hy-
dride in 36 ml of dry benzene was heated almost to
reflux under nitrogen and then 36 ml of dry dimethyl-
formamide was added. The resulting mixture was heated
at reflux for 21 hours. The cooled reaction mixture

was diluted with 225 ml of water and extracted with
ether (2 X 150 ml). The combined extracts were washed
with water (3 X 150ml), dried over anhydrous NazSQOx,
and evaporated in vacuo to afford 4.65 g of an o1l which
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was shown by TLC to be an approximately 60:40 mix-

ture of product/unreacted alcohol.

This material was chromatographed on 175 g of silica
gel using first acetone and then 25% MeOH/acetone as
eluants. The fractions enriched in cyclized matenal
were combined and evaporated in vacuo to give 2.69 g
(58.5%) of an oil. In addition, some unreacted alcohol
was obtained. The cyclized product was dissolved in 50
ml of ether and treated with 15 ml of ether saturated
with HCL. After stirring for 15 minutes, the precipitated
salt was filtered, washed with ether, and dried to afford
292 g (55.6%) of crystalline solid, m.p. s 206,
208°-209.5°. Recrystallization from ethanol gave 2.46 g
(46.8%) of crystals, m.p. s 212, 213.5°-214°,

ANALYSIS: Calculated for CigH{7NO>:.HCI:
69.86%C; 6.229H; 4.80%N; Found: 635.82%C,;
6.19%H; 4.58%N.

EXAMPLE 41

cis-1,2,3,4,4a,9b-Hexahydro-4a-(3-hydroxyphenyl)-2-
methyl-benzofuro[3,2-c]pyridine

A mixture of 3.50 g of cis-1,2,3,4,4a,9b-hexahydro-4a-
(3-methyoxyphenyl)-2-methyl-benzofuro|3,2-c]pyri-
dine and 3.62 g of lithium thiomethoxide in 30 ml of dry
hexamethylphosphoramide was treated at 140° under a
drying tube for 4; hours. The cooled reaction mixture
was diluted with 350 ml of water and the pH adjusted to
7 by slow addition of 2N HCI with stirring. The mixture
was extracted with ether (2 X300), and the combined
extracts were washed with water (3 X300 ml), dried
over anhydrous Na;SQy4, and evaporated 1in vacuo to
provide 3.16 g (94.8%) a solid foam. This material was
boiled and triturated with a small amount of ether. After
cooling to O°, the resulting soild was filtered off, washed
with cold ether, and dried to afford 2.58 g (77.4%) of
crystalline solid, m.p. s 157, 158°-160°.

ANALYSIS: Calculated for CigH19NO>: 76.849%C:
6.81%H; 4.989 N: Found: 76.429%C:; 6.839% H; 4.90%N.

EXAMPLE 42

(a)
cis-4-m-Chlorophenyl-3-o-fluorophenyl-1-methyl-4-
piperidinol

To a solution of 14.36 g of 3-bromochlorobenzene in
120 ml of dry tetrahydrofuran at —60° under nitrogen
was added dropwise with stirring over 20 minutes 34.1
ml of 2.2 M n-butyllithium 1n hexane. The resulting
suspension was stirred for 2 hours at —60° after which
a solution of 6.22 g of 3-o-fluorophenyl-methyl-4-piperi-
done in 60 ml of dry tetrahydrofuran was added drop-
wise with stirring. The reaction mixture was stirred for
2 hours at —50° to —60° and then warmed to —40° and
poured into 250 ml of water. The mixture was extracted
with ether (2250 ml), and the combined organic lay-
ers were extracted with 2N HCI (2 X 125 ml). The resid-
ual organic layer was shown by TLC to contain only
non-polar by-products and was, therefore, discarded.

The aqueous acidic extracts were cooled to 0°, basi-
fied with 50% aqueous sodium hydroxide, and ex-
tracted with dichloromethane (2250 ml). The com-
bined extracts were dried over anhydrous Na;SO4 and
evaporated in vacuo to give 8.78 g (91.5%) of crystal-
line solid. Recrystallization from cyclohexane (with hot
filtration to remove insoluble material followed by boil-
ing down solvent until crystals started to appear) af-
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forded 5.96 g (62.1%) of crystalline solid, m.p. s 167,
171.5°-173°.

ANALYSIS: Calculated for

67.60%C; 5.99%H; 4.389%N; Found:
5.77%H; 4.37% N.

CisH 9CIFNO:
67.47%C,;

(b)
trans-4-m-Chlorophenyl-3-o-fluorophenyl-1-methyl-4-
piperidinol maleate

The mother liquors obtained from the recrystalliza-
tion described above were evaporated in vacuo to af-
ford 1.26 g of a gum which was chromatographed on 435
g of silica gel using acetone as an eluant. The fraction
enriched in trans alcohol were combined and evapo-
rated in vacuo to give 0.58 g (6.0%) of a gum, which
was mainly trans alcohol but also contained some non-
polar by-product. This gum was dissolved in 15 m! of
ether and treated with a solution of 0.18 g of maleic acid
in 5 ml of ether and 2 ml of absolute ethanol. After 2
hours of stirring and overnight standing, the precipi-
tated salt was filtered, washed with ether, and dried to
afford 0.21 g (1.6%) of crystalline solid m.p. s 159,
162°~163.5° (with slight bubbling).

ANALYSIS: Calculated for CigHi9CIEFNO C34H404:
5.329%C; 5.32%H; 3.21%N; Found: 60.89%C; 5.42% H;
3.309%N.

EXAMPLE 43

cis-4a-(3-Chlorophenyl)-1,2,3,4,4a,9b-hexahydro-2-
methyl-benzofuro[3,2-c]-pyridine hydrochloride

A suspension of 3.52 g of cis-4-m-chlorophenyl-3-o-
fluorophenyl-1-methyl-4-piperidinol and 0.42 g of so-
dium hydride in 22 ml of dry benzene was heated almost
to reflux under nitrogen and then 22 ml of dry dimethyl-
formamide was added. The resulting mixture was
heated to reflux for 1 hour. The cooled reaction mixture
was diluted with 150 ml of water and extracted with
ether (2 X 100 ml). The combined extracts were washed
with water (3 X 100 ml), dried over anhydrous Na>SOu4,
and evaporated in vacuo to afford 3.40 g of an oil.

This material was dissolved in 50 ml of ether and
treated with 15 ml of ether saturated with HCI. After
stirring for 15 minutes, the precipitated salt was filtered,
washed with ether, and dried to give 3.49 g (94.4%) of
crystalline solid, m.p. s 250, 264°-268° (with slight bub-
bling). Recrystallization from ethanol afforded 3.08 g
(83.3%) of crystals, m.p. s 262, 273°-275° (with shght

bubbling).
ANALYSIS: Calculated for CigH sCINO.HCI:
64.29%C; 5.70%H; 4.179%N; Found: 64.429%C;

5.639% H; 4.14% NN.

EXAMPLE 44
cis-3,4-Bis(o-fluorophenyl)-1-methyl-4-piperidinol

To a solution of 13.13 g of o-bromofluorobenzene in
120 ml of dry tetrahydrofuran at —60° under nitrogen
was added dropwise with stirring over 30 minutes 34.1
ml of 2.2 M n-butyllithium in hexane. The resulting
solution was stirred between —65° and —60° for 2
hours after which a solution of 6.22 g of 3-o-fluorophe-
nyl-1-methyl-4-piperidone in 60 ml of dry tetrahydrofu-
ran was added dropwise with stirring maintaining the
temperature below —60°. The reaction mixture was
stirred for 2 hours at —65° to —60° and then poured
into 250 ml of water and extracted with ether (2 X250
ml). The combined organic layers were extracted with
2N HCl (2125 ml). The residual organic layer was
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shown by TLC to contain only non-polar by-products
and was, therefore, discarded.
The aqueous acidic extracts were cooled to 0°, basi-

fied with 509% aqueous NaOH, and extracted with di-
chloromethane (2250 ml). The combined extracts

were dried over anhydrous Na>SO4 and evaporated 1n
vacuo to give 9.06 g (99.6%) of crystalline solid. Re-
crystallization from cyclohexane afforded 6.883 g
(75.6%) of crystalline solid, m.p. s 153, 155°-157",
ANALYSIS: Calculated for CigH19F2NO: 71.27%C;
6.319H; 4.629N; Found: 71.03%C,; 6.319:H; 4.569% N.

EXAMPLE 45

cis-1,2,3,4,4a,9b-Hexahydro-4a-(2-hydroxyphenyl)-2-
methyl-benzofuro[3,2-c]-pyridine

A mixture of 1.51 g of cis-1,2,3,4,4a,9b-hexahydro-4a-
(2-methoxyphenyl)-2-methyl-benzofuro(3,2-c]pyridine
and 1.56 g of lithium thiomethoxide in 13 ml of dry
hexamethylphosphoramide was heated at 140" under a
drying tube for 4 hours. The cooled reaction mixture
was diluted with 150 ml of water and the pH adjusted to
7 by slow addition of 2 N HCI with stirring. As the pH
reached neutral, product started to precipitate out. The
mixture was cooled to 0° and stirred for 30 minutes. The
precipitated material was collected, washed with water
and then a small amount of ether, and dried to afford
1.14 g (79.5%) of crystalline solid, m.p. s 178, 188°-191°".
Recrystallization from ethanol gave 0.90 (62.7%) of
colorless crystals, m.p. s 197, 197.5°-199°,

ANAIYSIS: Calculated for CigH9NO2: 76.84%C;
6.81%H; 4.989% N; Found: 76.789%C; 6.71%H; 4.96%N.

EXAMPLE 46

cis-4a-(2-Fluorophenyl)-1,2,3,4,4a,9b-hexahydro-2-
methyl-benzofuro[3,2-c]pyridine hydrochloride

A suspension of 4.40 g of ci1s-3,4-bis(o-fluorophenyl)-
1-methyl-4-piperidinol and 0.56 g of sodium hydride 1n
29 ml of dry benzene was heated almost to reflux under
nitrogen and then 29 ml of dry dimethylformamide was
added. The resulting mixture was heated at reflux for 1
hour. The cooled reaction mixture was diluted with 175
ml of water and extracted with ether (2XX 125 ml). The
combined extracts were washed with water (33X 125
ml), dried over anhydrous Na>S04, and evaporated in
vacuo to afford 4.12 g (100%) of an oil.

This material was dissolved in 60 ml of ether and
treated with 20 ml of ether saturated with HCIl. After
stirring for 30 minutes, the precipitated salt was filtered,
washed with ether, and dried to give 4.27 g (92.1%) of
crystalline solid, m.p. s 235, 242°-244° (with slight bub-
bling). Recrystallization from 1sopropanol afforded 3.88
g (83.7%) of crystalline solid, m.p. s 242, 245°-247°
(with slight bubbling).

ANALYSIS: Calculated for CieH 1sFNO.HCI:
67.60%C; 35.999%H; 4.389%N; Found: 67.439%C;
5.949% H: 4,20%N.

I claim:

1. A compound of the formula
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. O
(N\/l
;
R

wherein A 18

3

X being hydrogen, halogen, methyl, methoxy or hy-
droxyl, halogen being fluorine, chlorine, bromine or
iodine; and R 1s ethyoxycarbonyl, cyanoloweralkyl,
phenylcarbonylloweralkyl, phenoxyloweralkyl,
phenylacetyl or cycloalkylcarbonyl where the carbonyl
group of the phenyicarbonylloweralkyl may be in the
ethylene ketal form; and the phenyl or phenoxy group
in said phenylcarbonyloweralkyl, phenoxyloweralkyl
or phenylacetyl group may have a halogen attached
thereto and a pharmaceutically acceptable acid addition
salt of any of the foregoing.

2. A compound as defined in claim 1 wherein R 1s
ethoxycarbonyl.

3. A compound as defined in claim 1 wherein R 1s
cyclopropylcarbonyl.

4. A compound as defined in claim 1 wherein R is
phenylacetyl.

5. A compound as defined in claim 1 wherein R 1s
3-phenoxypropyl.
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6. A compound as defined in claim 1 wherein R 1s
cyanomethyl. |
7. A compound as defined in claim 1 wherein R is

3-(4-fluorobenzoyl)propyl.

8. A compound as defined in claim 1 wherein R is
2-cyanoethyl.

9. The compound as defined 1n claim 1 which 1s cis-2-
ethoxycarbonyl-1,2,3,4,4a,9b-hexahydro-4a-phenyl-
benzofuro{3,2-c]pyridine or a pharmaceutically accept-
able salt thereof.

10. The compound as defined in claim 1 which 1s
cis-2-cyclopropylcarbonyl-1,2,3,4,4a,9b-hexahydro-4a-
phenyl-benzofuro[3,2-c]pyridine or a pharmaceutically
acceptable salt thereof.

11. The compound as defined in claim 1 which is
cis-1,2,3,4,4a,9b-hexahydro-4a-phenyl-2-phenylacetyl-
benzofuro[3,2-c]pyridine or a pharmaceutically accept-
able salt thereof.

12. The compound as defined in claim 1 which 1s
cis-1,2,3,4,4a,9b-hexahydro-2-(3-phenoxypropyl)-4a-
phenyl-benzofurof3,2-c]pyridine or a pharmaceutically
acceptable salt thereof.

13. The compound as defined in claim 1 which 1s
cis-2-cyanomethyl-1,2,3,4,4a,9b-hexahydro-4a-phenyl-
benzofuro[3,2-c]pyridine or a pharmaceutically accept-
able salt thereof.

14. The compound as defined in claim 1 which 1s
cis-2-{3-(4-fluorobenzoyl)-propyl]-1,2,3,4,4a,9b-hexahy-
dro-4a-phenyl-benzofurof3,2-c]lpyridine ethylene ketal
or a pharmaceutically acceptable salt thereof.

15. The compound as defined in claim 1 which is
cis-2-[3-(4-fluorobenzoyl)-propyl]-1,2,3,4,4a,9b-hexahy-
dro-4a-phenyl-benzofuro[3,2-cJpyrnidine or a pharma-
ceutically acceptable salt thereof.

16. The compound as defined in claim 1 which 1s
cis-2-(2-cyanoethyl)-1,2,3,4,4a,9b-hexahydro-4a-phe-
nyl-benzofurol3,2-c]jpyridine or a pharmaceutically ac-

ceptable salt thereof.
L * ¥ * %
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